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it ts the aim of this journal to provide the reader with abstracts of all important articles appearing in medical 
periodicals published in every part of the world, and in this way to enable him to keep in touch with new develop- 
ments throughout the whole field of medicine and in each of its special branches, including those aspects of surgery 
which are of particular concern to the physician. 


More than 1,600 periodicals are surveyed, from which are selected for abstracting those papers which appear 
to make some useful contribution to the sum of medical knowledge or experience. Each paper is abstracted in 
sufficient detail to indicate to the general reader the nature and value of that contribution and to enable the 
Specialist to assess its importance in relation to his own work and to decide whether the original article should be 
read in full. The author’s own summary or an editorial summary published with the original article may occasion- 
ally be reproduced if it is suitable for these purposes, and the title and reference alone may be published in order to 
draw attention to a review article or other type of paper which cannot readily be abstracted. 


The abstracts in each issue are grouped in sections according to subject and, so far as possible, those dealing 
with medical and surgical aspects of the same problem appear together. The titles of papers written in languages 
other than English are given both in translation and in the original form. The titles of journals are given in full and 
also abbreviated according to the rules adopted in the World List of Scientific Periodicals, as modified by 1SO 
Recommendation R4: International Code for the Abbreviation of Titles of Periodicals (International Standards 
Organization, 1957), and in World Medical Periodicals (Second Edition, World Medical Association, 1957). The 
transliteration of authors’ names from the Cyrillic alphabets is in accordance with /SO Recommendation R9: Inter- 
national System for the Transliteration of Cyrillic Characters (International Standards Organization, 1955). 


Explanatory or critical comments by the abstracter or editor are enclosed within square brackets. 
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EXPERIMENTAL PATHOLOGY 


840. Effects of Folic Acid Deficiency Due to the Ad- 
ministration of Aminopterin on the Secretory Function and 
Morphology of the Intestine in Dogs. (Bnuanue amuHon- 
TepHHa Ha MpOUecchl 
mMopdonorn y Cco6aK) 

S. Ja. MIHLIN, N. P. BoéKxov, and Z. M. PAVLOVA. 
A pxue ITamoaoeuu [Arh. Patol.] 22, 44-52, No. 1, 1960. 
4 figs., 17 refs. 


Changes in intestinal secretion and the morphology 
of the organs, especially the spleen and gastro-intestinal 
tract, were studied at the Institute of Nutrition of the 
Academy of Medical Sciences, Moscow, in 14 dogs which 
were given subcutaneous injections of aminopterin. The 
dose varied from 2 mg. to 10 mg., depending on the ani- 
mal’s weight, the number of injections (not more than 
one a day) from 1 to 29, and the duration of the experi- 
ment from 1 to 114 days. The intestinal secretions were 
studied in the material obtained from an isolated loop 
of the duodenum (in 4 dogs), in that obtained at necropsy, 
and in the stools. 

Symptoms of folic acid deficiency made their appear- 
ance on the 3rd to 5th day. A day or two later changes 
in the enzyme content of the intestinal juice were ob- 
served, the most striking of which was a sharp fall in 
the secretion of enterokinase and alkaline phosphatase. 
Morphological changes were observed only in the spleen, 
. Where they consisted of congestion and haemorrhages, 
and intestinal wall, where there was a loss of epithelial 
covering and leucocytic infiltration. Clinical recovery 
occurred 5 days after the cessation of the injections. 

A. Swan 


841. Urinary Excretion of Riboflavin by Animals with 
Experimental Tumours. 
C MOYOH OMyXONAX) 

L. A. Cerxes and S. G. APTEKAR’. Apxue ITamonoeuu 
[Arh. Patol.] 22, 27-38, No. 2, 1960. 4 figs., 48 refs. 


The fall in the riboflavin content of the liver during 
the development of dimethylaminoazobenzol-induced 
hepatomata, the inhibitory effect of riboflavin administra- 
tion on these tumours, and some evidence of changes in 
the riboflavin metabolism in other tumours, led the 
authors, working at the Institute of Nutrition of the 
Academy of Medical Sciences, Moscow, to undertake a 
study of the urinary excretion of riboflavin in rats with 
various transplanted tumours unassociated with the 
action of any known carcinogen or alimentary factor. 


Sarcoma 45, sarcoma M, Guerin’s epithelioma, Yoshida’s 
ascitic sarcoma, and ascitic hepatoma C were studied in 
100 white male rats. All animals were given a uniform 
synthetic diet with adequate known vitamin content. 
An increased urinary excretion of riboflavin was observed 
in all animals with transplanted tumours. This increase 
was especially marked in the case of the most malignant 
tumours. In the terminal stages the urinary riboflavin 
level usually fell. A. Swan 


CHEMICAL PATHOLOGY 


842. The Identification of a Fluorescent Reducing Sub- 
stance in the Urine of Patients with Rheumatoid Arthritis: 
the Excretion of 3-Hydroxyanthranilic Acid in This and 
Other Conditions 

M. McMiLtan. Journal of Clinical Pathology [J. clin. 
Path.] 13, 140-148, March, 1960. 4 figs., 15 refs. 


This study, carried out at the Department of Clinical 
Chemistry, Edinburgh Royal Infirmary, failed to confirm 
a report by Japanese workers that 2:5-dihydroxyphenyl- 
pyruvic acid was excreted by patients with “‘ collagen ” 
diseases, but in the course of it the author discovered 
that 3-hydroxyanthranilic acid (3-HAA), a metabolite 
of tryptophan, was excreted in excess by patients with 
rheumatoid arthritis (R.A.). Thus 12 normal subjects, 
3 patients with osteoarthritis, and 17 out of 18 ortho- 
paedic patients excreted less than 500 yg. of 3-HAA per 
day, whereas all but 7 of 25 patients with R.A. who had 
received no drug treatment for at least 3 days excreted 
amounts greater than this (range 125 to 2,250 yg., 
mean 820 pg. per day). There was some suggestion that 
the increased excretion rate was associated with an 
increased erythrocyte sedimentation rate and also with 
the presence of a positive reaction in the sheep-cell 
agglutination test, but the correlation was not significant. 
It was also shown that amounts above 500 yg. of 3-HAA 
per day were excreted by 3 of 6 patients with haemato- 
poietic disease, by one of 2 with psoriatic arthritis, and 
one of 17 with miscellaneous diseases. One normal 
subject had a low excretion rate both before and after 
heavy doses of aspirin or “‘ panadol ” (paracetamol). 

In the author’s methods, which are described, 3-HAA 
was identified by its fluorescence under ultraviolet light, 
and by reactions with Ehrlich’s and other reagents. It 
was extracted with ether from 24-hour collections of 
urine at pH 3-5 after previous shaking with ether in the 
presence of.concentrated hydrochloric acid, and then 
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concentrated under nitrogen and assayed by quantitative 
paper chromatography. [The original paper must be 
consulted for details.] Current knowledge of the excre- 
tion of 3-HAA and of 3-hydroxykynurenine and other 
metabolites of tryptophan is discussed. An increased 
excretion of 3-HAA has not previously been reported in 
any of the “ collagen ”’ diseases. 

[These results are of particular interest because they 
suggest that there is a specific biochemical disturbance in 
rheumatoid arthritis.] Allan St. J. Dixon 


843. Diagnostic Significance of D-Xylose Excretion 
Test 

D. Fow.er and W. T. Cooxe. Gut [Gut] 1, 67-70, 
March, 1960. 15 refs. 


In the xylose excretion test, the fasting subject is given 
25 g. of p-xylose in 250 ml. water, followed by 250 ml. 
of water at once, after 1 hour, and after 2 hours. Urine 
is collected for 5 hours after the ingestion of the dose and 
its xylose content estimated. At the General Hospital, 
Birmingham, the test was carried out on 43 normal con- 
trol subjects and 136 patients with various diseases, 
mostly of the gastro-intestinal system. The mean 
xylose excretion in 5 hours in the normal group was 7:2 g. 
(S.D. 1-5), the lower limit of normality being conse- 
quently fixed at 42 g. However, in 8 subjects of this 
group aged 65 or over the mean excretion was 2:9 g. 
(S.D. 0-85) and it was therefore considered not possible 
to fix a lower limit of normal for subjects over 65: 
Correlation between urine volume and xylose content 
was not significant. Excretion was subnormal in 18 of 
20 patients with adult coeliac disease, all clinically well 
at the time of the test. The mean excretion of the group 
was 2°8 g. (S.D. 1:38). The value could not be assessed 
in 2 patients over 65 years old with adult coeliac disease. 
The result was essentially normal in patients with pan- 
creatitis (12: out of 13), post-gastrectomy states (10 out 
of 13), ulcerative colitis or enterocolitis (17 out of 17), 
cirrhosis of the liver (9 out of 9), regional enteritis (15 
out of 17), and megaloblastic anaemia of pregnancy (5 
out of 7). It was abnormal in 5 out of 10 cases of per- 
nicious anaemia and in 4 out of 28 cases of miscellaneous 
disorders. 

It is concluded that “ in any patient who is not preg- 
nant, the finding of a low xylose excretion in this test 
should indicate involvement of the jejunum. No par- 
ticular diagnostic merit can be attached to the test in 
regional enteritis, ulcerative colitis, cirrhosis of the liver, 
or post-gastrectomy syndromes.” M. Lubran 


844. Glycolytic, Citric Acid Cycle, and Hexosemono- 
phosphate Shunt Enzymes of Plasma and Erythrocytes in 
Megaloblastic Anemia 

P. Hetver, H. G. Weinstein, M. West, and H. J. 
ZIMMERMAN. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.) 55, 425-434, March, 1960. 
2 figs., 19 refs. 


The plasma and erythrocyte levels of certain enzymes 
in megaloblastic anaemia in relapse were studied in 16 
patients at the Veterans Administration West Side 
Hospital, Chicago, platelet-poor plasma being used and 


the values being determined according to standard 
methods with minor modifications. Irrespective of the 
aetiology of the anaemia, there were markedly increased 
levels of lactic dehydrogenase, malic dehydrogenase, and 
Phosphogluconic dehydrogenase, with smaller, less con- 
sistent increases in the levels of phosphohexoisomerase, 
aldolase, and isocitric dehydrogenase. In 7 cases in 
which these values were retested during the recovery 
phase it was found that they tended to return to normal 


after the conversion of megaloblastic to normoblastic 


maturation. 

Slight increases in the levels of lactic dehydrogenase, 
malic dehydrogenase, and phosphogluconic dehydro- 
genase were observed in washed peripheral erythrocytes, 
but the authors consider it possible that minimal amounts 
of plasma, with high enzyme content, remained attached 
to the erythrocytes. M. Sandler 


HAEMATOLOGY 


845. The Problem of Thrombocythaemia Haemorrhagi- 
ca. (Zur Frage der Thrombocythaemia haemorrhagica 
W. BAUMGARTNER and J.C. VuILLE. Helvetica medica 
acta [|Helv. med. Acta] 27, 1-17, March, 1960. 9 figs., 
42 refs. 


The conditions in which a haemorrhagic diathesis may 
occur together with a thrombocytosis of more than 
400,000 per c.mm. include those associated with general 
polycythaemia, splenectomy and splenic atrophy, chronic 
myeloid leukaemia, secondary myeloid hyperplasia of the 
spleen, “* essential thrombocythaemia ”’, severe infections, 
bronchial carcinoma, asphyxia, sarcoidosis, and severe 
trauma with loss of blood. Such cases are characterized 
by prolongation of the bleeding time, diminished capillary 
resistance, normal or increased coagulation time and clot 
retraction, a generally normal concentration of the plas- 
ma clotting factor, morphological anomalies of the 
thrombocytes, an abnormal result in the prothrombin 
test, inhibition of thrombokinase function with, 
exceptionally, a normal platelet count, abnormalities 
of the thrombelastogram, and, clinically, a tendency to 
thrombosis. 

In investigating the effect of thrombocytosis on the 
clotting mechanism the present authors, working at 
the Medical Clinic of the University of Berne, studied the 
thrombelastogram and clot retraction in normal plasma 
in which the thrombocyte count had been artificially 
increased. Blood taken from a number of donors was 
treated with an anticoagulant and centrifuged; after 
removal of the supernatant plasma the thrombocyte 
layer was repeatedly centrifuged until it contained up to 
15 million per c.mm. of plasma. The thrombocytes 
were enumerated by means of the phase contrast micro- 
scope and added in known quantities to the slasma 
previously removed. 

Variations in the thrombelastogram showed that the 
reaction time remains normal with increasing thrombo- 
cytosis up to about 5 million per c.mm., but is pro- 
gressively delayed thereafter, indicating impairment of 
elasticity. The clot formation time follows practically 
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the same course, finally reaching nil at 12 to 15 million 
per c.mm. Serial photographs of the retracting clot 
show that retraction begins after 2 minutes with a platelet 
concentration of 3 to 5 million per c.mm. and is com- 
pletely absent at 15 million per c.mm. Correlation of 
the thrombelastogram and clot retraction showed that 
the optimum platelet concentration for reaction time, 
thrombus formation, and thrombus elasticity corre- 
sponds with that for the most rapid beginning of retrac- 
tion—about 3 million per c.mm. A difference between 
the thrombelastogram and clot retraction was observed 
in that while at a concentration of 10 million per c.mm. 
there is still a measurable degree of elasticity, there is 
no visible retraction in the test-tube. A study of the 
effects of adding thrombokinase and thrombin to the 
plasma suggested that high platelet concentrations inhibit 
all phases of coagulation and retraction. An amount of 
thrombin normally sufficient to cause clotting of all the 
fibrinogen in a few seconds failed to produce a normal 
thrombelastogram at platelet concentrations over 10 
million per c.mm. Clinically, however, patients with a 
platelet count of 9 million per c.mm. have been reported 
to have no disturbance of coagulation time or clot retrac- 
tion and no haemorrhage, while other patients with a 
count of one million per c.mm. have had haemorrhages. 

The mechanism of these effects is not clear; it appears 
that while in vitro a large increase in the thrombocyte 
count does cause serious disturbance of coagulation and 
retraction, other factors may be involved in vivo. 

Ethel Browning 


846. Soybean Phosphatides in Prothrombin-consump- 
tion and Thromboplastin-generation Tests: Their Use in 
Recognizing ‘‘ Thrombasthenic Hemophilia ”’ 

C. A. Owen Jr. and J. H. THompson Jr. American 
Journal of Clinical Pathology {Amer. J. clin. Path.] 33, 
197-208, March, 1960. 26 refs. 


The possibility of replacing the suspension of platelets 
used in the thromboplastin generation test by a solution 
of soya bean phosphatide was suggested by Schulman 
et al. (A.M.A. J. Dis. Child., 1957, 94, 561). This sub- 
stance is now commercially available in the United 
States as “‘inosithin”’ and this paper from the Mayo 
Clinic reports a variety of trials of its diagnostic value. 
It was found to be a satisfactory substitute for blood 
platelets when the thromboplastin generation test was 
used to demonstrate deficiency of antihaemophilic globu- 
lin, of the Christmas factor, or of plasma thromboplastin 
antecedent, as in Rosenthal’s syndrome. The authors 
report a sex difference in the activity of serum as used in 
the thromboplastin generation test [but it is not clear 
whether this difference was demonstrable only when 
inosithin was used instead of platelets]. Thus in 13 
men the mean serum clotting time was 9-0+-0-5 seconds, 
for 9 women aged 18 to 40 it was 10-7+1-6 seconds, and 
for 15 older women 10-3+1-7 seconds. In another 
series of observations, using the thromboplastin genera- 
tion test, it was found that the serum of 13 out of 17 
patients with either thrombocytopenia or qualitative 
platelet abnormality was defective, being equally well 
demonstrated whether platelets or inosithin was used as 
the source of phosphatide. 


The effects of adding inosithin to blood samples used 
in the prothrombin consumption test were also studied. 
It was found that clotting times obtained with samples of 
blood deficient in the plasma coagulation factor were 
unaffected, but that the abnormal clotting times of 
samples with platelet defects, whether qualitative or 
quantitative, were corrected by the addition of inosithin. 
It is suggested that this procedure may be of diagnostic 
value, especially in cases in which a qualitative deficiency 
of platelets and a plasma factor defect coexist. In such 
cases the abnormal result of the standard prothrombin 
consumption test is corrected when inosithin is used. 
Such a diagnostic use is illustrated by the results in 5 
patients, including a mother and daughter, all of whom 
had a qualitative platelet defect, which was reflected in 
the slightly abnormal results obtained in the prothrombin 
consumption test performed in the usual way, but which 
was absent when inosithin was used. In these cases 
coexisting serum and plasma defects were demonstrated 
by the thromboplastin generation test. The relationship 
of this syndrome to von Willebrand’s disease is dis- 
cussed. A. G. Baikie 


847. Studies on Soybean Phosphatide (Inosithin) as a 
Platelet Substitute. Stability and Effective Concentra- 
tions in the Thromboplastin Generation Test 

B. H. Hyun, E. A. Dawson, J. Butcuer, and R. P. 
Custer. American Journal of Clinical Pathology [Amer. 
J. clin. Path.) 33, 209-213, March, 1960. 4 figs., 15 refs. 


In the study here reported from the Presbyterian Hos- 
pital, Philadelphia, solutions of soya bean phosphatide 
(“‘ inosithin”’”) in various concentrations were used in 
performing the thromboplastin generation test. The 
results were compared with those obtained in parallel 
tests using a standard platelet suspension (250,000 per 
c.mm.). The solutions of inosithin employed ranged 
in concentration from 0-6°% to 0-0001°%% (0-2 ml. in an 
incubation mixture of 0-8 ml.) in the standard test, and 
from 2% to 0-1% in a third series of thromboplastin 
generation tests in which serum and adsorbed plasma 
were used undiluted. In the standard test inosithin was 
found to be a satisfactory substitute for platelets when 
used in concentrations of between 0-15°% and 0-005%% in 
the standard system and between 0-25% and 1% in the 
tests using undiluted serum and adsorbed plasma. In 
both series of tests the use of concentrations of inosithin 
above and below the limits quoted resulted in delay in 
thromboplastin generation. With these concentrations 
of inosithin the clotting times in the thromboplastin 
generation test were rather shorter than those obtained 
with platelets. The efficiency of inosithin solutions in 
the test was unaffected by autoclaving, storage in solu- 
tion at 4° C., or storage at —20° C. for up to one year. 
Even these stored and autoclaved solutions gave shorter 
thromboplastin generation times than did platelet 
suspensions. 

The authors consider inosithin to be a convenient and 
reliable substitute for platelets in the thromboplastin 
generation test, except of course when it is intended to 
test the function of platelets. They draw attention to 
the greater sensitivity of the thromboplastin generation 


| 


=, 


268 
test when performed with inosithin instead of with 
platelets and refer to the claim of Bond et al. (Fed. Proc., 
1959, 18, 14) to have demonstrated deficiency of plasma 
thromboplastin component (P.T.C.) in carriers in this 


way, when the test carried out with platelets gave a nor- 
mal result. A. G. Baikie 


848. A Critical Evaluation of Red Cell and Plasma 
Volume Techniques in Patients with Burns 

J. W. L. Davies. Journal of Clinical Pathology {J. clin. 
Path.) 13, 105-111, March, 1960. 2 figs., 4 refs. 


From the results in 110 patients, in whom 207 red cell 
volume estimations were made at various times after 
burning using either 51Cr-, 32P-, or Group NN-labelled 
cells, and 17 plasma volume estimations on the same 
patients using either T-1824- or 131]-labelled albumin, it 
is concluded that: (a) The 51Cr red cell volume method is 
the most reliable method; it gives results which are 
probably not in error by more than +10°% when the 
labelled cells are washed three times and so has a place 
in the assessment of the changes in red cell volume that 
follow a severe burn. In conjunction with a well type 
scintillation counter the radiation dosage received by the 
patient with 5!Cr is about one-fifth of that with any other 
method. (b) The 32P method is slightly less reliable, as 
shown by on average higher supernatant radioactivity 
levels and a greater scatter in the rate of disappearance 
of the isotope from the circulation. (c) The Ashby 
(Group NN) method and the plasma volume and hae- 
matocrit method are inaccurate in patients with burns.— 
[Author’s summary.] 


MORBID ANATOMY AND CYTOLOGY 


849. Thirty-five mm. Film as Mounting Base and 
Plastic Spray as Cover Glass for Histologic Sections 

J. P. Pickett and J. R. Sommer. A.M.A. Archives of 
Pathology [A.M.A. Arch. Path.] 69, 239-247, March, 
1960. 9 figs., 14 refs. 


This paper from Duke University Medical Center, 
Durham, N. Carolina, describes a new method for mount- 
ing histological paraffin sections, employing 35-mm. film 
as the base and a plastic spray as the cover for the sec- 
tions instead of the conventional glass slide and cover- 
slip. It is stated that 100 ft. (30-5 m.) of film provides 
the base for approximately 4,000 sections. The tissue 
is sectioned in the usual way, floated on water, and the 
sections picked up on the film, which is then left in an 
oven to dry, after which it is wound on a reel for staining. 
Immersion in 0-5°% celloidin for 5 minutes can be carried 
out to lessen the risk of loosening of sections from the 
film. After dehydration with a mixture of one-third 
chloroform and two-thirds absolute alcohol and clearing 
with xylene a proprietary plastic spray, which hardens in 
5 to 10 minutes, is quickly applied while the film is still 
wet. The sections are then ready for the microscope. 

The advantages of the method are its low cost and the 
saving of time and storage space; it is particularly suit- 
able for the mounting of serial sections. One drawback 
of the method, however, is that when several serial sec- 
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tions or sections from different blocks of tissue are floated 
on water at the same time they may be picked up in the 
wrong order, so that confusion may easily arise. Other 
disadvantages are the irregular surface which the sprayed 
plastic surface presents for microscopy and its poor resist- 
ance to heat in a carbon-arc projector. Finally, when 
the film has been stored for several months the plastic 
layer may become brittle and break as the film is bent, 
the section embedded in it being inevitably destroyed in 
the process. But in the authors’ experience this need 
not occur unless the films are grossly mishandled. 
G. Loewi 


850. Use of Enzymatic Macroreaction in Post-mortem 
Diagnosis. (PouZiti enzymatické makroreakce v pitevni 
diagnostice) 

A. Kotin and L. Neonat. Casopis lékatis Ceskych (Cas. 
Lék. tes.) 99, 363-368, March 18, 1960. 2 figs., 19 refs. 


On the basis of recent developments in histoenzym- 
ology and histochemistry the authors, working at the 
Institute of Pathological Anatomy of the Faculty of 
Medicine of Olomouc, Czechoslovakia, have developed 


an ‘“‘ enzymatic macroreaction”’, described as the de- . 


hydrogenase reaction, for the post-mortem diagnosis of 
myocardial infarction and ischaemic cerebral changes. 
The principle of the reaction is the enzymatic reduction 
of potassium tellurate to black metallic tellurium, mostly 
by the effect of the dehydrogenase system of malic acid. 
The method is described in detail. 

As a result of the reaction a very distinctive difference 
in colour is seen between the blackened normal tissue 
and the ischaemic foci, which are not affected by the 
reaction. In experiments on dogs it was found that 
ischaemic changes may be demonstrated by this method 
within 5 hours of a coronary occlusion, during which 
time there were, apart from disappearance of glycogen, 
no macroscopic or histological changes. In cases of 
sudden death in the absence of clinical or electrocardio- 
graphic information the dehydrogenase reaction may be 
of importance for forensic purposes, while in combina- 
tion with the electrocardiogram, when available, it con- 
stitutes the surest method of establishing the diagnosis of 
myocardial infarction. M. Hrusak 


851. Coeliac Disease: Histopathological Findings in 
the Small Intestinal Mucosa Studied by a Peroral Biopsy 
Technique 

M. SHINER. Gut [Gut] 1, 48-54, March, 1960. 7 figs., 
5 refs. 


Villous atrophy in the mucosa of the small intestine of 
a child with untreated coeliac disease was first described 
by Sakula and Shiner (Lancet, 1957, 2, 876), material for 
examination having been obtained by the peroral biopsy 
technique. At the Central Middlesex Hospital, London, 
the same technique has been used in the study of a further 
7 children with coeliac disease and for repeat examination 
of the child originally studied by Sakula and Shiner. A 
small-calibre intestinal suction biopsy tube was used. 
The author states that sedation was not usually given. 
The method proved safe in 18 children, but it was not 
possible to obtain adequate specimens or to pass the 
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tube beyond the pylorus in 8 of them. Of the 10 from 
whom adequate mucosal specimens were obtained, 8 (4 
girls and 4 boys aged 2 years 3 months to 15 years) had 
coeliac disease, one had juvenile pernicious anaemia, 
and one had idiopathic hypoproteinaemia associated 
with steatorrhoea. In the 2 children with pernicious 
anaemia and idiopathic hypoproteinaemia, respectively, 
the mucosa of the small intestine was normal, but in 
none of the 8 children with coeliac disease was the 
mucosa normal. Surface appearances were either flat 
or showed occasional broad and short villi. The epi- 
thelial cells were of the low-columnar or cuboidal type, 
often with nuclear irregularities. The basement mem- 
brane was interrupted or absent. The mucosal thickness 
was increased and the glands of Lieberkiihn appeared 
more numerous than normal. An increase in inflamma- 
tory cells was noticed in only 3 cases. These mucosal 
abnormalities were similar to those seen in adult idio- 
pathic steatorrhoea, but were possibly more severe. No 
difference was observed histologically between the 
mucosa of the small intestine in 3 children previously 
treated with a gluten-free diet and that in 5 who were 
‘almost untreated”. In one case in which repeat 
biopsies were carried out after a gluten-free diet the 
rapid clinical and biochemical improvement did not 
correspond with any appreciable improvement in the 
histological appearances. A. W. H. Foxell 


852. The Central Nervous System in Acute Leukemia 
E. W. Moore, L. B. THomas, R. K. SHAw, and E. J. 
FREIREICH. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 105, 451-468, March, 1960. 
12 figs., 47 refs. 


This is a statistical study of the findings in a series of 
117 consecutive cases of acute leukaemia in which the 
central nervous system was examined at the Clinical 
Center, National Institutes of Health, Bethesda, Mary- 
land. All the patients had received antileukaemic 
therapy. There were 36 male and 18 female children 
(aged 15 or less) and 40 male and 23 female adults; 49 
of the children and 25 of the adults had lymphocytic 
leukaemia and the corresponding figures for myelocytic 
leukaemia were 5 and 38. The methods of study and 
assessment of the lesions are outlined. 

Haemorrhage and infection accounted for 80°% of the 
deaths, intracranial haemorrhage occurring in 23. cases 
(20%). The haemorrhage was intracerebral in 14 cases; 
in 9 of these it was associated with blastic crises and 
directly related to the presence of intracerebral leuco- 
stasis and leukaemic nodules, these being accompanied 
by a total leucocyte count of over 100,000 per c.mm. at the 
time of death or shortly before and a platelet count over 
10,000 per c.mm. Subarachnoid haemorrhage (9 cases) 
showed none of these associations, but in these the 
platelet count was always below 10,000 per c.mm., as 
it was also in the 5 cases of intracerebral haemorrhage not 
associated with leucostasis or leukaemic nodules. 

Dural leukaemic infiltration was commonly seen and 
was most frequent in boys with lymphocytic leukaemia. 
Arachnoid infiltration showed the same trend and most 
of these patients also had perivascular cuffing. Diffuse 


cerebral leukaemic infiltration was seen in 5°% of cases. 
The clinical syndrome of meningeal leukaemia is ascribed 
to increased intracranial pressure, and in this context 
the incidence of arachnoidal, perivascular, and dural 
infiltration is again analysed. Hydrocephalus, assessed 
by the size of the ventricles, was much commoner in 
patients with meningeal leukaemia than in the rest of 
the series. There was a significant correlation between 
meningeal leukaemia and arachnoid leukaemic infiltra- 
tion. The Pacchionian granulations often showed leu- 
kaemic infiltration, but the cerebral foramina were never 
found obstructed. A table shows the correlation be- 
tween the findings in the cerebrospinal fluid (C.S.F.) 
and the degree of arachnoid infiltration, usually mani- 
fested by a high cell count and increased pressure of 
C.S.F. The survival of patients with arachnoidal infil- 
tration was a little shorter than the average. 

In discussing their findings the authors again emphasize 
that intracerebral leucostasis and leukaemic nodules 
were not found in any patient whose leucocyte count in 
the last week before death was less than 100,000 per c.mm. 
and that in 64°% these lesions were associated with massive 
fatal intracerebral haemorrhage. The incidence of leu- 
kaemic infiltration of the dura is similar in lymphocytic 
and in myelocytic leukaemia, but arachnoid and intra- 
cerebral perivascular infiltration is commoner in the 
latter, suggesting that the perivascular infiltrates have 
possibly originated in the arachnoid and spread through 
the Virchow-—Robin and deep perivascular spaces. The 
practical conclusion is that prompt recognition and treat- 
ment of a markedly elevated peripheral leucocyte count 
may avert a fatal outcome. The failure of modern 
treatment to prevent leukaemic infiltration of the central 
nervous system may be related to the relatively poor 
passage of antimetabolites through the blood-C.S.F. 
barrier. F. Hillman 


853. The Great Veins in Venous Hypertension 

M. Stuart and F. R. MAGarey. Journal of Pathology 
and Bacteriology [J. Path. Bact.| 79, 319-323, 1960. 
10 figs., 11 refs. 


The distribution and severity of intimal plaques in 
the superior and inferior venae cavae and the portal veins 
were studied post mortem at the Department of Path- 
ology, University of Sydney, in 30 cases of congestive 
cardiac failure, 10 cases of portal hypertension, and 168 
control cases. Of the 208 sets of veins examined 160 
(77%) showed macroscopic plaques or thickening at or 
near the origin of the inferior vena cava. The plaques 
were often multiple and most of them were 5 to 10 mm. 
across. Histologically, they showed subendothelial pro- 
liferation of fibrous connective tissue, smooth muscle, 
or elastic fibres; more than 60°% contained lipoid, and 
in 16% there was calcification. : 

Apart from this plaque-bearing area, no macroscopic 
intimal plaque was found in any of the 168 control cases. 
Of the 30 cases of chronic venous congestion, single 
additional plaques were found in 3, and multiple lesions 
in 26, a total of 56 plaques being observed. Histo- 
logically, these were similar to those at the origin of the 
inferior vena cava, but fat was demonstrated only in 4 
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of the plaques. The authors state that there appeared 
to be a positive correlation between the severity and 
duration of the cardiac failure and the development of 
the plaques. Of the 10 cases of portal hypertension, 6 
showed a total of 25 plaques; fat was found in only 2 of 
these. It is concluded that raised intravenous pressure 
predisposes to the development of intimal plaques in the 
great veins. H. Caplan 


854. The Fine Structure of the Glomerulus in Amyloido- 
sis 

H. Z. Movat. A.M.A. Archives of Pathology [A.M.A. 
Arch. Path.] 69, 323-332, March, 1960. 15 figs., 11 refs. 


The author has examined by electron microscopy at 
the Banting Institute, University of Toronto, needle 
biopsy specimens of the kidney from 2 patients with 
primary and one with secondary amyloidosis. Diagnosis 
of amyloid was made on the basis of morphology and 
metachromatic staining of the glomerular vessels. Thin 
sections (0-25 to 0-5 4) when impregnated with silver 
methenamine showed the basement membrane to be 
intact, with amyloid located on both its internal and 
external surfaces; in the latter situation the amyloid 
appeared as projections in palisade form. 

The electron-microscopical findings were essentially 
similar in all 3 cases and served to confirm and amplify 
the appearances seen by light microscopy. In the hilar 
area amyloid material appeared between the basement 
membrane and endothelium, while in the peripheral parts 
of the glomeruli it was often seen lying on both sides of 
the basement membrane. It appeared that in early 
cases the amyloid was deposited only on the inner side 
of the basement membrane, but in advanced cases 
appeared on both inner and outer aspects. Some endo- 
thelial cells seemed to be replaced by amyloid, whereas 
epithelial cells.appeared to have been pushed aside by 
the deposit. In all cases the basement membrane was 
found to be intact. In earlier lesions the foot processes 
of the epithelium showed disorganization, but in later 
lesions they had become unrecognizable. The renal 
tubules showed only non-specific changes. 

[These findings should be compared with those in 
electron-microscopical studies in other diseases involving 
glomeruli, for example, that of Farquhar et al. (J. exp. 
Med., 1957, 106, 649; Abstr. Wid Med., 1958, 23, 400).] 

G. Loewi 


855. Lesions of Cartilage in Gout. (Le cartilage 
goutteux et ses lésions) 

M. F. CABANNE. Revue lyonnaise de médecine [Rev. 
lyon. Méd.] 9, 265-275, March 15, 1960. 3 figs., 
bibliography. 

This paper from the Ecole Nationale de Médecine de 
Dijon presents an account of the histological features of 
cartilaginous lesions in gout. Extra-articular cartilage, 
such as that of the external ear, usually remains normal 
in gout, or is subject only to occasional and feeble 
infiltration by urates. In contrast, however, hyaline 
articular cartilage is characteristically involved: thus it 
may show either scattered foci of necrosis in areas of 
urate deposition in the acute phase of an attack, or a 


variety of chronic changes as part of a “‘ gouty arthro- 
pathy”. In discussing the mechanism of the cartilagin- 
ous changes in gout, the exact nature of which is still 
obscure, the author suggests that the initial deposition of 
urates in this tissue may be the result of its avascularity, 
its richness in sodium, or its mucopolysaccharide con- 
tent, while the mutilating destruction of the cartilage 
seen in gouty tophaceous and ankylosed joints appears 
to result from extensive dissecting fibrosis of articular 
and periarticular tissues as well as from the direct effect 
of urate deposits. H. A. Sissons 


856. The Brain and Mental Retardation 
L. Crome. British Medical Journal [Brit. med. J. 1, 
897-904, March 26, 1960. 33 refs. 


The author reviews the morphological basis of mental 
retardation as evidenced by the findings at necropsy on 
240 mentally deficient patients at the Fountain Hospital 
and 42 at other hospitals in London. He admits that 
his material is necessarily heavily biased towards the 
younger and the more severely handicapped patient, and 
this is reflected in the high incidence of gross anatomical 
lesions. A classifiable disease process was present in 
about one-third (91) of his 282 subjects; 36 of these 
were mongols and in 21 others mental retardation was 
due to hypertensive hydrocephalus, while 15 defined syn- 
dromes, including tuberous sclerosis, kernicterus, and 
cretinism, accounted for the rest of this group. 

In the remaining 191 subjects no classifiable disease 
process was- present; in most cases the brain showed 
a variety of pathological changes, often multiple, and 
was less than 80°% of the normal weight (micrencephaly). 
In one group there was no detectable structural abnor- 
mality other than micrencephaly, yet the mental defect 
in these patients had often been no less than in others 
with severe anatomical lesions. In 8 cases the brain 
was apparently normal both in weight and structure; the 
author stresses the possible background of biochemical 
disorder that may exist in such cases, but does not neglect 
to underline possible environmental factors as well. 

The various conditions known to influence the develop- 
ment and maturation of the brain are briefly reviewed 
and the author emphasizes the large gap that exists 
between the experimental findings in animals and under- 
standing of the causation of many disorders of mental 
development in man. He points out that experimental 
and statistical approaches to the aetiology of these dis- 
orders are fraught with special difficulties and “‘ cannot 
replace the time-honoured careful clinical and patho- 
logical case studies ”’. J. B. Cavanagh 


857. The Intramuscular Nerve Endings in Myasthenia 
Gravis 

E. R. BickerstTAFF and A. L. Wooxir. Brain [Brain] 83, 
10-23, March, 1960. 18 figs., 17 refs. 


The authors, working at the Midland Centre for 
Neurosurgery, Smethwick, Birmingham, have utilized 
the technique of intravital staining of motor end-plates 
with methylene blue originally described by Coérs (Acta 
neurol. belg., 1953, 53, 759) in studying muscle biopsies 
taken from 7 cases of myasthenia gravis. Histochemical 
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staining for cholinesterase was also carried out. The 
cases fell into two groups; in Group I (3 cases) the 
biopsy specimens, taken from muscles which were only 
slightly affected clinically, showed no inflammatory or 
degenerative changes in the non-neural tissues, while in 
Group II (4 cases) there were lymphorrhages, variations 
in fibre size, and in 2 cases degenerative changes in some 
muscle fibres. Although in 2 of these cases there was 
severe fatiguability and at times paralysis of the muscle 
from which the biopsy was taken, the degree of clinical 
affection of the muscle concerned in the other 2 cases 
was slight. 

In Group I the essential abnormality was an increase 
in the area over which the myoneural synaptic junctions 
were distributed. This was brought about partly by 
elongation of the end-plate and partly by the formation 
on single muscle fibres of multiple end-plates. The 
authors point out that the latter finding is seen in many 
diseases in which muscle fibres hypertrophy (spasticity, 
myotonia congenita, dystrophia myotonica). In Group 
II elongation of the end-plates could still be seen, but 
was obscured to a considerable extent by the disorganiza- 
tion of the terminal innervation pattern which resulted 
from a striking proliferation of subterminal nerve fibres. 
Similar changes in terminal intramuscular nerve fibres are 
seen in dermatomyositis, in carcinomatous neuropathy 
and myopathy, and in thyrotoxic myopathy, and seem 
to be particularly striking in the neighbourhood of 
cellular infiltrates. Hence the only change which could 
be regarded as in any way specific for myasthenia gravis 
was the elongation of the end-plates, a finding which was 
confirmed with cholinesterase stainings. The authors 
remark that it is not yet possible to correlate these 
changes with the disorder of neuromuscular trans- 
John N. Walton 


858. The Changes in the Motor End-plate in Myas- 
thenia Gravis 


V. MacDernmot. Brain [Brain] 83, 24-36, March, 1960. 
18 figs., 35 refs. 


The author, working at St. Thomas’s Hospital, 


London, reports the findings on muscle biopsy in 8 
proven cases of myasthenia gravis. The diagnosis was 
confirmed in all by the use of intravenous “ tensilon ” 
(edrophonium) and decamethonium iodide. Muscle 
biopsy was performed in all cases, the technique of 


intravital staining of the motor end-plates described by _ 


Coérs (Acta neurol. belg., 1953, 53, 759) being used and 
care being taken to see that the specimen taken included 
motor end-plates. The muscle selected for biopsy was 
the deltoid in all cases; it was clinically weak or unduly 
fatiguable in only 3 of the 8 cases. Routine histological 
study of the muscle fibres in the biopsy specimen showed 
little or no abnormality in 5 cases, minor abnormalities 
in 2, and more severe changes in one. In all but one 
patient electromyograms from the muscle biopsied were 
normal; in the one abnormal case a myopathic pattern 
was obtained. Undue fatiguability of the muscle con- 
cerned could be demonstrated in 2 cases. 

In the sections stained with methylene blue there was 
considerable abnormality of both the distal nerve fibres 


these haemorrhages is not clear. 
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and of the motor end-plates in all cases. Fine, beaded 
nerve fibres were seen, the distal fibres showed an unusual 
and abnormal pattern of branching, and there was a 
remarkable variation in the size and shape of the motor 
end-plates. These changes could not be related to 
abnormalities in the muscle fibres, which generally 
appeared normal, or to clinical weakness or fatiguability 
of the muscle. The author concludes that in myasthenia 
gravis there is a primary neural defect which precedes 
histological changes in the muscle fibres and clinical 
impairment of muscle function. John N. Walton 


859. Apoplectic Death Due to Intracerebral Hemor- 
rhage: an Anatomic Study 

J. S. Marks. Neurology [Neurology (Minneap.)] 10, 
278-280, March, 1960. 2 figs., 6 refs. 


Remarking that an increasing geriatric population 
makes a better understanding of intracerebral haemor- 
rhage important, the author reports from the laboratory 
of neuropathology, Philadelphia General Hospital, an 
anatomical study of 253 fatal cases of massive supra- 
tentorial haemorrhage, in all of which the lesion was 
greater than 3 cm. in diameter. (Cases due to trauma, 
blood dyscrasia, surgical intervention, ruptured 
aneurysm, subacute bacterial endocarditis, or other com- 
plicating factors were excluded.) These cases represented 
3% of all patients in the 30-90 year age group coming 
to necropsy, the youngest patient being aged 34 and the 
oldest 87. Although the peak incidence was in the 
decade 61-70 no less than 49% of the patients were 
below the age of 60. 

Contrary to the generally accepted view that intra- 
cerebral haemorrhage results from rupture of large 
arteries this study showed that all lesions were located 
in the terminal fields of supply of cortical or ganglionic 
vessels, or of both. Haemorrhage rarely involved the 
entire distribution of cortical arteries, but lesions in the 
basal nuclei frequently covered areas supplied by more 
than one ganglionic artery. They were roughly confined 
to the basal ganglia in 116 cases and to the centrum 
semiovale in 85, both regions being affected in 52. The 
bleeding extended into the ventricles in 160 (63%) of 
the cases, in 78°% of which there was an associated 
haemorrhage involving the basal ganglia. In the remain- 
ing cases of intraventricular bleeding the primary lesion 


- was located within the centrum semiovale, rupture occur- 


ring through the antero-lateral ventricular wall (the 
“storm angle”’). No patient survived for longer than 
6 weeks after the incident. In discussion it is stated that 
the mechanisms contributing to a fatal outcome are 
obscure. Intraventricular rupture is one such factor, 
while visceral complications, such as pneumonia, cardio- 
vascular disturbance, and metabolic imbalance account 
for others. In rapidly fatal cases a greatly increased 
intracranial pressure, as manifested by gyral flattening, 
herniation of the cerebellar tonsils or temporal lobes, 
and petechial haemorrhages in the mid-brain and upper 
pons, appears to be the cause of death. The petechial 
haemorrhages were limited to those dying within 3 days, 
and were present in 40° of such cases. The cause of 
R. Wyburn-Mason 
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860. The Use of Improved Microbiologic and Histo- 
chemical Techniques in the Pathologic Study of Nodular 
Pulmonary Granulomas 

J. B. HutcHeson and V. R. WaLDorF. American Re- 
view of Respiratory Diseases [Amer. Rev. resp. Dis.] 81, 
340-347, March, 1960. 4 figs., 18 refs. 


During a period of 54 years 121 nodular pulmonary 
granulomata were removed surgically at Baylor Uni- 
versity Medical Center, Dallas, Texas, because of sus- 
picion of malignancy in diagnostic radiographs. The 
causative agent found was Mycobacterium in 17-4°%, 
Histoplasma capsulatum in 29°%, Coccidioides immitis in 
28-2%, Blastomyces dermatitidis and Candida albicans 
each in 1:6%, and Actinomyces israeli (bovis), and 
Nocardia asteroides each in 0-8°%. 

The use of the Gomori methenamine-silver nitrate 
stain was introduced towards the end of the period and 
was found to be a great improvement on other methods 
for the recognition of fungi, yeasts, and actinomycetes 
in tissue sections—so much so that 66°% of a group of 50 
granulomata originally classified as non-specific could be 
shown to be caused by fungi, Actinomyces, Nocardia, or 
yeasts. Only 20-6%% of the granulomata remained un- 
diagnosed after the re-examination of specimens with the 
Gomori staining methods. K. Zinnemann 


861. A Comparison of the Virulence in Guinea-pigs of 
. South Indian and British Tubercle Bacilli 

D. A. Mircuison, J. G. WALLAcE, A. L. BuatTiA, J. B. 
SELKON, T. V. SuBBAIAH, and M. C. LANCASTER. Tu- 
bercle [Tuberéle (Lond.)] 41, 1-22, Feb., 1960. 26 refs. 


The comparative virulence of tubercle bacilli cultured 
from sputum from 83 patients in Madras and from 29 
patients in Great Britain was studied, under conditions 
designed to eliminate differences in the susceptibilities 
of test animals, in three laboratories—the Tuberculosis 
Chemotherapy Centre, Madras, the Postgraduate Medi- 
cal School, London, and the Microbiological Research 
Establishment, Porton, Wiltshire. None of the patients 
had had more than 2 weeks’ chemotherapy. The organ- 
isms were identified as true tubercle bacilli in accordance 
with eight criteria, which included staining, colony mor- 
phology, cord formation, pigmentation, and enzyme 
content. To assess virulence a given dose of tubercle 
bacilli was injected intramuscularly into 2 guinea-pigs, 
one of which was killed at 6 weeks and one at 12 weeks, 
the visible lesions in various organs then being scored. 

Of the strains from patients in India, 30% were as 
virulent as those from patients in Britain, but the rest 
were less virulent, 27°% of these last producing disease 


only at the site of inoculation. The Indian bacilli. 


showed a wider range of virulence but on average were 
less virulent than the British organisms. This finding 
was supported by the mortality of the guinea-pigs, the 
post-mortem scores, and the results of culture of the 
spleens of the infected animals. The most satisfactory 


measurement of virulence was the mean index of post- 
mortem score divided by survival time, which gave an 
indication of the rate of development of the lesions. 
These results were reproducible in the different labora- 
tories in the two countries with different doses and three 
breeds of guinea-pig. Janice Taverne 


862. A Study of the ‘* Anonymous ’’ Mycobacteria. 
I. Introduction; Colonial Characteristics and Morphology ; 
Growth Rates; Biochemical Tests 

J. Marks and D. R. Tubercle [Tubercle 
(Lond.)] 41, 51-62, Feb., 1960. 19 refs. 


Some ill-defined mycobacteria isolated from human 
material are associated with a low-grade, limited 
** pseudotuberculosis ”, but the majority are commensal 
or free-living contaminants. These organisms were at 
first recognized by anomalies in morphology, colony 
formation, pigmentation, and drug resistance, and 
growth at 25°C. At the Tuberculosis Reference 
Laboratory, Cardiff, 114 strains cultured from sputum 
during routine studies were divided into “‘ pathogenic ” 
strains, isolated repeatedly, and “ casual” strains, iso- 
lated only once, the object being to compare the charac- 
teristics of the two types and distinguish them from 
tubercle bacilli. 

Two-thirds of the casual strains and about half of the 
pathogenic strains were non-chromogenic and could not 
be distinguished from tubercle bacilli by pigmentation. 
More than half the anonymous strains were shorter or 
longer than tubercle bacilli from untreated cases, the 
latter being more variable in size after chemotherapy. 
In Dubos-plasma medium, only tubercle bacilli formed 
cords. The properties of anonymous bacilli which were 
found most useful in distinguishing them from tubercle 
bacilli were the faster growth at 25° C., production of 
arylsulphatase, failure to form niacin, and considerable 
catalase activity. None of these clearly distinguished 
casual from pathogenic anonymous mycobacteria, this 
differentiation depending on frequency of isolation only. 

Janice Taverne 


863. Periodic Acid-Schiff (PAS) Staining of ‘‘ Atypi- 


eal’? Mycobacteria and Tubercle Bacilli 


A. CsttLtaG. Tubercle [Tubercle (Lond.)] 41, 63-67, 
Feb., 1960. 1 fig., 14 refs. 


Periodic acid acts on certain carbohydrates to make 
them stain intensely red with Schiff’s reagent (P.A.S. 
stain). At the Postgraduate Medical School of London, 
mycobacteria stained by the P.A.S. method and counter- 
stained with malachite green were classed as P.A.S.- 
positive when at least 50% of the unclumped cells on a 
slide were as intensely red as a control culture of Candida 
albicans. Smears in which the cells stained pink or 
green were considered to be P.A.S.-negative. 

Cultures of photochromogenic “ atypical’? myco- 
bacteria were grown in Kirschner liquid medium and on 
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Léwenstein—-Jensen medium and stained at intervals. 
The most intense P.A.S. staining was observed between 
14 and 17 days with the cultures grown in Kirschner 
medium. Altogether 24 strains of Mycobacterium 
tuberculosis (human or bovine), 37 strains of atypical 
mycobacteria, and one strain each of Myco. tuberculosis 
avian, Myco. smegmatis, Myco. marinum, and Myco. 
fortuitum were then stained by this method. It was 
found that the photochromogenic and scotochromogenic 
atypical strains, which were P.A.S.-positive, could be 
easily differentiated from the other mycobacteria, which 
were P.A.S.-negative. Janice Taverne 


864. Differentiation of Bovine Tubercle Bacilli from 
Other Mycobacteria by the Determination of Nicotinami- 
dase Activity 

K. KONNO, H. NAGAYAMA, and S. OKA. American 
Review of Respiratory Diseases [Amer. Rev. resp. Dis.] 
81, 550-554, April, 1960. 2 figs., 10 refs. 


The authors of this paper from the Research Institute 
for Tuberculosis and Leprosy, Sendai, Japan, describe a 
method for estimating the nicotinamidase activity of 
extracts of mycobacteria by incubating them with nico- 
tinamide and determining the ammonia liberated after 
addition of Nessler’s reagent. They report the results 
obtained with 27 strains of mycobacteria (human tubercle 
bacilli 7, bovine tubercle bacilli 8, avian tubercle bacilli 2, 
unclassified strains 4, and non-pathogenic acid-fast 
bacilli 6). The amount of nicotinamidase produced by 
bovine strains was negligible. The nicotinamidase acti- 
vity of human and avian strains was thirty times greater 
than that of bovine bacilli, no difference being observed 
between isoniazid-sensitive and isoniazid-resistant strains, 
while the activity of the saprophytic mycobacteria was 
60 times greater than that of the bovine strains. 

It is concluded that this is a reliable method of differen- 
tiating between bovine and other strains of tubercle 
bacilli, which can be easily adapted for qualitative testing. 

John M. Talbot 


865. Some Properties of Staphylococci Related to 
Pathogenicity 

J. Brown. Journal of Pathology and Bacteriology {J. 
Path. Bact.] 79, 257-262, 1960. 16 refs. 


This paper from the Royal Infirmary, Glasgow, reports 
a study of the amount of a-haemolysin produced by 400 
strains of Staphylococcus aureus, their haemolytic pat- 
terns, and the number of antigen-antibody lines they 
formed in agar-gel diffusion plates in relation to the 
source of the organism. The staphylococci were all 
coagulase positive and indisputably pathogenic as they 
were isolated from patients’ lesions. All the strains 
produced a-haemolysin except one, which produced only 
5-haemolysin. Those strains producing most a-haemo- 
lysin also formed more antigen-antibody lines than the 
others and made the most complicated haemolytic pat- 
terns. The strains producing most a-haemolysin were 
found to be those from typical primary lesions, such as 
boils, occurring after invasion through unbroken, healthy 
skin. Strains from lesions in which the tissues were 
damaged or dead, such as postoperative wounds or 


burns, produced less a-haemolysin and those from 
urinary infections produced least of all. 

It is suggested that although coagulase gundanion | is 
necessary for the pathogenicity of a strain of Staph. 
aureus (though every coagulase-positive strain is not 
necessarily pathogenic) and although the production of 
a-haemolysin is not necessary to produce a lesion, the 
degree of virulence may be more conveniently assessed 
by measuring the a-haemolysin production of the strain. 

Janice Taverne 


866. Sheep Cell Agglutinin and Ox Cell Hemolysin in 
the Serological Diagnosis of Mononucleosis Infectiosa. 
[In English] 

C. Ericson. Acta medica Scandinavica [Acta med. 
scand.| 166, 225-236, 1960. 22 refs. 


Writing from the University of Lund, Sweden, the 
author points out that in the absence of a definite 
aetiology the diagnostic criteria for infective mono- 
nucleosis (1.M.) must remain circumstantial. He then 
compares the results of the Paul—Bunnell test, in which a 
titre of 80 was taken as the positive border-line, with 
those of the ox-cell haemolysin (O.C.H.) test, in which a 
titre of 10 to 20 was taken as the border-line, both tests 
being performed on 895 sera from confirmed and sus- 
pected cases of I.M., patients with other diseases, and 
healthy subjects. 

In all of 40 healthy blood donors the O.C.H. test gave 
a negative result, but in one of these the Paul—Bunnell 
test gave a positive border-line result after absorption 
with guinea-pig kidney (Davidsohn’s method). Of 613 
sera from patients with diseases other than I.M. the 
O.C.H. reaction was positive in 3-4%, while the Paul— 
Bunnell test was positive in 3-3°{—but all but one of 
these (a case of tularaemia) could be ruled out on the 
absorption patterns. Most of the patients giving a 
positive reaction had upper respiratory diseases. - Non- 
specific O.C.H. test titres werelow. In 13 of 155 samples 
of serum from 85 patients with clinically and serologically 
evident I.M. the Paul—Bunnell test was negative although 
the O.C.H. test had been positive, whereas the latter was 
negative in only 2 sera positive by the Paul—Bunnell 
test. The O.C.H. test became positive earlier than the 
Paul—Bunnell in 4 instances, but the reverse was never 
observed. Follow-up studies in 40 patients with I.M. 
showed that both tests could remain positive for as long 
as 2 years, the O.C.H. test more frequently remaining 
positive during the first year after infection. Clinical, 
serological, and haematological data are presented for 
12 possible or probable cases of I.M.; in 9 of these the 
O.C.H. test was positive and the Paul-Bunnell test either 
negative or positive but with an atypical absorption 
pattern; the other 3 patients showed a positive Paul— 
Bunnell reaction with an atypical absorption pattern 
and a negative O.C.H. test result, but all 3 could well 
have had the disease. From these results, it is concluded 
that the ox-cell haemolysin test is more sensitive than the 
Paul—Bunnell test and is technically easier and less time- 
consuming to perform, results being available in about 
one hour. Only in doubtful cases will the addition of the 
Paul—Bunnell test occasionally be helpful. 

A. Ackroyd 
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867. Experimental Changes in Liver. Function Induced 
by Probenecid 

A. E. Goetzer, T. G. RIcHARDs, and V. R. TINDALL. 
Clinical Science [Clin. Sci.] 19, 63-78, Feb. [received 
April], 1960. 7 figs., 17 refs. 


In this experimental study, reported from the Univer- 


sity of Liverpool, the effect of probenecid (“‘-benemid ”’) 


on the hepatic uptake, storage, and excretion of sulpho- 
bromophthalein (bromsulphthalein (BSP)) in the dog 
was investigated quantitatively. It was shown that a 
single intravenous dose of probenecid (100 mg. per kg. 
body weight) given 20 minutes after a single injection of 
BSP (5 mg. per kg.) greatly retarded the fall in the plasma 
BSP concentration over the following hour. In dogs 
which received a continuous infusion of BSP a study of 
the effect of intravenously administered probenecid (30 
to 174 mg. per kg.) on the plasma BSP concentration 
after the plasma level of the dye had remained constant 
for 1 to 2 hours showed that in all cases the plasma con- 
centration of BSP increased within a few minutes of the 
end of the probenecid injection and remained at this 
raised level for 3 hours; the excretion rate of BSP into 
the bile was found to be reduced. It is concluded that 
probenecid selectively but reversibly alters not only the 
uptake and storage of BSP by the liver, but also the 
excretion of BSP into the bile. G. B. West 


868. The Influence of Niiroglycerin on Coronary and 
General Haemodynamics and the Oxygen Metabolism of 
the Myocardium. (Vliv nitroglycerinu na koronarni a 
celkovou hemodynamiku a na kyslikovy metabolismus 
myokardu) 

V. Ganz and A. FronEx. Casopis lékari &esk$ch (Cas. 
Lék. &es.)| 99, 400-405, March 25, 1960. 2 figs., 41 refs. 


For more than 100 years the nitrites have been used to 
relieve anginal pain and they have not yet been sur- 
passed in effectiveness by any other drug, yet their mode 
of action on the haemodynamics of the heart remains 
obscure. Anginal pain is due to insufficiency of oxygen 
in the heart muscle. The drug relieving the pain may 
therefore work by (1) increasing the supply of oxygen to 
the myocardium; (2) reducing the need for oxygen either 
by lowering the work of the left ventricle or by a direct 
effect on the metabolism of the myocardium, or (3) a 
combination of these methods. 

In the present investigation the authors have avoided 
the disturbance caused by opening the thorax and have 
used methods which affect normal physiological con- 
ditions as little as possible. Ten dogs: were examined 
and changes in the coronary and general haemodynamics 
and the oxygen metabolism of the myocardium were 
investigated before, during, and after an infusion of 
nitroglycerin lasting 15 minutes. During the infusion 
cardiac output and arterial pressure diminished signifi- 
cantly as a result of reduced venous return, while the 


total peripheral resistance remained unchanged. The 
blood flow through the coronary sinus diminished, with 
a simultaneous fall in coronary resistance. The work 
of the left ventricle and its oxygen consumption were 
thus reduced. The authors conclude that the effect of 
nitroglycerin in angina pectoris is due to the fact that 
after its administration the amount of available oxygen 
per unit of muscular work rises. M. Hrusak 


869. Some Effects of Digoxin upon the Heart and Cir- ~ 
culation in Man. Digoxin in Combined (Left and Right) 
Ventricular Failure 

M. I. Ferrer, R. J. Conroy, and R. M. Harvey. Circu- 
lation [Circulation] 21, 372-385, March, 1960. 5 figs., 
21 refs. 


The haemodynamic effects of a single intravenous 
dose of 0-75 to 1:5 mg. of digoxin-were studied in 13 
patients with hypertensive and/or arteriosclerotic heart 
disease at Bellevue Hospital (Columbia University 
Division), New York. All the patients had had com- 
bined left and right ventricular failure, mainly for periods . 
of one to 6 months, and none had received any recent 
digitalis therapy. The haemodynamic factors assessed 
included systemic and pulmonary blood pressure, car- 
diac output (Fick principle), stroke volume, and blood 
volume. 

In the 5 patients with sinus rhythm, 4 of whom initially 
had a reduced cardiac output, digoxin produced an 
increase in cardiac output, a fall in right ventricular 
diastolic pressure, and a slight fall in heart rate, but no 
significant change in systemic arterial pressure. In 3 out 
of 4 patients in whom pulmonary arterial changes were 
studied there was a fallin systolic and pulse pressures. In 
the remaining 8 patients with atrial fibrillation digoxin 
again produced an increase in cardiac output, a greater 
fall in heart rate than in the first group, a decrease in 
right ventricular diastolic pressure, and a large increase 
in stroke volume; systemic pressure was again not signifi- 
cantly altered. In this group the pulmonary arterial 
changes were of two kinds, 3 patients showing a variable 
change in systolic pressure, fall in diastolic pressure, and 
increase in pulse pressure, whereas in the other 5 cases 
there were no significant changes in systolic or diastolic 
pressure, but an increase in pulse pressure in 4 of them. 

In order to elucidate further the relationships between 
pulmonary arterial diastolic pressure, pulse pressure, and 
stroke volume the study was enlarged and 67 observa- 
tions made on 39 patients with pulmonary congestion 
and degenerative heart disease, with measurement of 
these parameters during rest and exercise. The results 
showed that the pulmonary arterial pulse pressure varied 
directly with the diastolic pressure provided the stroke 
volume was over 30 ml.; below this level the two factors 
varied independently. In view of this relationship the 
authors interpret the pulmonary pressure changes after 
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digoxin in the 5 patients with sinus rhythm as indicating 
a translocation of the increased pulmonary blood volume. 
In the other 8 patients with atrial fibrillation the stroke 
volume was below 30 ml. in all but one, and the change in 
pulse pressure after digoxin depended on the subsequent 
effect of the drug on the stroke volume. 

The authors conclude that the following clinical points 
emerge from this study: (1) marked haemodynamic 
effects may be produced in congestive failure by less than 
a “ digitalising ” dose of 1-5 mg. of digoxin, given intra- 
venously; (2) the beneficial myocardial effect of digoxin 
is not necessarily related to change of heart rate; (3) there 
may be no electrocardiographic changes early in digitalis 
administration in spite f definite haemodynamic 
changes; (4) signs such as raised jugular venous pressure, 
gallop rhythm, and pulsus alternans may disappear 
after the administration of digoxin long before rales, 
hepatomegaly, and oedema. Gerald Sandler 


870. The Action of Hydroflumethiazide in Relation to 
Adrenal Steroids and Potassium Loss 

C. J. Epmonps and G. M. Witson. Lancet [Lancet] 1, 
505-509, March 5, 1960. 6 figs., 18 refs. 


One of the more serious problems in diuretic therapy 
is the increased excretion of potassium, with a resulting 
fall in the serum potassium level. This paper from the 
University of Sheffield reports a study of the effects of 
(1) the diuretic hydroflumethiazide, (2) fludrocortisone 
(with an action similar to that of aldosterone), and (3) 
spironolactone (S.C.-9420), given in various combinations 
by mouth, on the urinary excretion of sodium, chlo- 
ride, and potassium in 4 normal subjects. 

(1) While the subjects were receiving a normal diet 
. with unrestricted fluids hydroflumethiazide in a dosage 
of 50 mg. three times daily gave rise to a considerable 
excretion of water, sodium, and chloride on the first 
day, the excretion of potassium being increased to a lesser 
extent; but on subsequent days sodium and chloride 
excretion decreased while the potassium excretion re- 
mained slightly elevated. (2) Fludrocortisone in a dosage 
of 0-5 mg. twice daily caused a slight increase in potas- 
sium excretion and a decrease in sodium and chloride 
excretion. When the dosage of the drug was increased 
to 3 mg. daily the excretion of sodium and chloride fell 
to a very low level. When hydroflumethiazide and 
fludrocortisone were given together potassium loss was 
consistently increased, but the addition of the hormone 
did not inhibit the excretion of chloride. (3) In the 
course of fludrocortisone therapy in the higher dosage 
(3 mg. per day) a single dose of 200 mg. of spironolactone 
produced a small increase in sodium and chloride excre- 
tion, while a dose of 400 mg. largely reversed the effect 
of the fludrocortisone on sodium and chloride excretion. 

Still during the course of fludrocortisone therapy (3 
mg. daily) the addition of hydroflumethiazide (150 mg.) 
and spironolactone (400 mg.) to the medication produced 
an increase in the excretion of all 3 ions, but the effect 
on sodium excretion was more marked than that on 
potassium excretion. 

When 20 g. of sodium chloride per day was added to 
the diet the results were essentially similar. However, 
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when the sodium chloride intake was reduced to 1 g. 
per day hydroflumethiazide produced an initial increase 
in chloride and potassium excretion, but only a small 
increase in sodium excretion. As treatment continued 
there was a gradual fall in the urinary excretion of all 3 
ions, accompanied by a marked fall in the serum potas- 
sium level. With the same low-salt diet the addition of 
spironolactone alone produced an increase in sodium 
excretion, whereas when hydroflumethiazide and spiro- 
lactone were given together the increase in the proportion 
of sodium excreted to that of potassium was most 
striking. 

The authors conclude that the excretion of potassium 
during hydroflumethiazide therapy depends upon the 
presence of sodium-retaining steroids and can be coun- 
teracted by the administration of spironolactone, an 
aldosterone antagonist. Charles Rolland 


871. An Aldosterone Antagonist and Diuretics in the 
Treatment of Chronic Oedema and Ascites 
C. J. Epmonps. Lancet [Lancet] 1, 509-515, March 5, 


1960. 5 figs., 19 refs. 


‘In this further study from the University of Sheffield 
[see Abstract 870] the author examined the effects 
of the oral diuretic hydroflumethiazide, the mercurial 
diuretic mersalyl, and spironolactone (S.C.-9420), an 
aldosterone antagonist, in 15 patients most of whom had 
heart disease and chronic salt and water retention. They 
were divided into three groups according to their re- 
sponse to hydroflumethiazide given in a dosage of 100 
mg. daily, as follows: (1) 8 patients, in whom sodium 
and chloride urinary excretion rose, but there was little 
change in potassium excretion. (2) 5 patients—in these 
potassium excretion was markedly increased and chloride 
excretion substantially increased, but there was only a 
slight increase in that of sodium; hypokalaemia often 
developed within a few days of beginning treatment with 
hydroflumethiazide. (3) No effect was observed in the 
2 patients in this group during treatment with hydro- 
flumethiazide. 

To the 8 patients in Group 1 spironolactone alone was 
then given in a dosage of between 400 and 800 mg. daily, 
whereupon 2 showed a moderate increase in sodium and 
chloride excretion, but that of potassium was unchanged. 
When hydroflumethiazide and spironolactone were given 
together the results were similar to those with hydro- 
flumethiazide alone. In the patients in Group 2 spirono- 
lactone alone produced a significant increase in sodium 
and chloride excretion, with little change in that of potas- 
sium in 2 cases, while in response to spironolactone plus 
hydroflumethiazide there was an increased sodium and 
reduced potassium excretion in all cases. In the 2 
patients in Group 3 spironolactone produced no appreci- 
able effect either when given alone or when in combina- 
tion with hydroflumethiazide. 

Mersalyl had similar effects to those of hydroflumethi- 
azide, but tended to cause a greater rise in sodium and a 
lesser rise in potassium excretion when compared in the 
same cases. When mersalyl was given with hydroflu- 
methiazide ali patients showed increased sodium and 
chloride excretion, while in the patients in Group 2 
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there was also a marked increase in the potassium 
excretion. In all the patients in Group 2 combined 
treatment with hydroflumethiazide and spironolactone 
controlled fluid retention over a period of several weeks 
and rendered supplementary treatment with mersalyl 
unnecessary. There were no side-effects during treat- 
ment with the spironolactone. 

The author suggests that the tendency of the patients 
in Group 2 to lose potassium instead of sodium when 
treated with diuretics is due to an excessive activity of 
salt-retaining steroids and that this is antagonized by 
spironolactone. Charles Rolland 


872. The Clinical Pharmacologic Investigation of a New 
Benzothiadiazine Diuretic, CMR-807 

R. V. Forp. American Journal of Cardiology {Amer. J. 
Cardiol.| 5, 407-412, March, 1960. 6 figs., 1 ref. 


A study of the pharmacology and diuretic effect of a 
new benzothiadiazine derivative, “‘ naqua”’, is reported 
in this paper from Baylor University College of Medicine, 
Houston, Texas. The drug was given by mouth in single 
doses ranging from 1 mg. to 16 mg. It was found that 
a dose of 4 mg. caused a significant increase in sodiunr 
excretion and that the effect produced by 8 mg. was not 
surpassed by that produced by 16 mg. Naqua when 
given by mouth was 1-7 times as potent as meralluride 
given by intramuscular injection. Within 2 hours of 
administration of naqua there was an increase in urinary 
excretion of sodium, which reached a peak in 6 hours 
and lasted for more than 24 hours. A slight increase in 
excretion of potassium and bicarbonate was also ob- 
served. Naqua had an antihypertensive effect when 
given alone or in combination with rauwolfia alkaloids 
or ganglion-blocking drugs. No toxic effects or signifi- 
cant changes in the serum electrolyte values were observed 
when the drug was given continuously over a period of 
21 days.- Various oedematous states, whatever their 
aetiology, were effectively controlled during administra- 
tion of naqua. Charles Rolland 


873. A Preliminary Study on the Clinical Use of Choline 
Salicylate 

G. M. Davis, P. T. Moore, J. K. Stemsen, J. Sope, and 
W. J. BAKER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 239, 273-277, March, 1960. 8 refs. 


The clinical effectiveness of choline salicylate has been 
investigated at the U.S. Naval Hospitals at Oakland, 
California, and Great Lakes, Illinois, in 25 patients with 
rheumatic fever and 8 with rheumatoid and other types 
of arthritis. In the cases of rheumatic fever the anti- 
pyretic and anti-inflammatory effects of the drug were 
found to be comparable to those of acetylsalicylic acid, 
while in the arthritic cases the two drugs produced similar 
analgesic and anti-inflammatory effects. Although the 
side-effects of choline salicylate therapy were minimal, 
laboratory tests revealed the transient abnormalities 
characteristic of aspirin therapy. For instance, a posi- 


tive result in a test for occult blood was obtained in 6. 


cases and reducing substances were detected in the urine 
in 12. When the drugs were given in large doses the 
patients’ tolerance was greater to choline salicylate than 


to acetylsalicylic acid. Tinnitus and pyrosis developed 
in 3 patients who were given aspirin in a daily dose of 
90 to 120 grains (6 to 8 g.). These symptoms ceased 
when choline salicylate was employed in place of aspirin. 
When both aspirin and choline salicylate were adminis- 
tered to 11 patients a greater degree of tolerance to the 
latter drug was observed in 5 of them. 

It is concluded that choline salicylate may be used to 
advantage if aspirin therapy gives rise to side-effects 
such as gastric distress. In terms of salicylate content, — 
870 mg. of choline salicylate is equivalent to 10 grains 
(0-65 g.) of aspirin. The former drug was administered 
in a cherry-flavoured aqueous solution and in this form 
was acceptable to patients of allages. During prolonged 
treatment patients occasionally expressed their distaste 
for the preparation, but this difficulty may be overcome 
by diluting the preparation or by giving a little water 
immediately after the dose. A. Garland 


874. The Effect of Ergotamine on Blood Pressure, Especi- 
ally in Spinal Anaesthesia: a Clinical and Experimental 
Study. [Monograph, in English] 

P. KLINGENSTROM. Acta anaesthesiologica Scandinavica 
[Acta anaesth. scand.| Suppl. 4, 1-77, 1960. 8 figs., 
bibliography. 


875. The Analgesic and Anesthetic Effect of 1-(1- 
Phenylcyclohexyl) Piperidine HCI on the Monkey 

G. M. CHEN and J. K. Weston. Anesthesia and Anal- 
gesia; Current Researches [Anesth. Analg. curr. Res.] 39, 
132-137, March-April, 1960. 5 figs., 9 refs. 


In this study the signs and symptoms produced in 
rhesus monkeys by 1-(1-phenylcyclohexyl) piperidine 
hydrochloride were compared with those caused by a 
number of other agents. After the intramuscular injec- 
tion of 0-3 to 0-4 mg. of 1-(1-phenylcyc/ohexyl) piperidine 
HCI per kg. body weight the effects appear within 3 to 
5 minutes, the animal becoming less ferocious and no 
longer biting objects placed in the mouth. When the 
dose is increased to 0-5 to 1 mg. per kg. the monkey 
becomes cataleptic and shows diminished response to 
visual, auditory, and nociceptive stimuli. With a dose 
of 5 to 10 mg. per kg. consciousness is lost and major 
surgery is possible for a period of 15 to 90 minutes. 
After a dose of 15 mg. or more per kg. a brief period of 
depression is followed by tonic and clonic convulsions. 

Reserpine and chlorpromazine given intraperitoneally 
in doses of 5 mg. per kg. produce tameness and catatonia 
only when the animal is moderately depressed. Bulbo- 
carpine injected intramuscularly in a dose of 5 mg. per 
kg. renders the monkey quiet but not ataxic and does 
not remove the biting reflex. When the dose is increased 
to 10 mg. per kg. the biting response disappears and 
catatonia is present. Injection of 40 mg. per kg. causes 
tremors and clonic convulsions lasting 30 minutes, but 
surgery is not possible. Lysergic acid diethylamide and 
bufotenin in small ataxic doses do not result in loss of 
the biting reflex, which only occurs when the animal is 
rendered stuporose. Finally phenobarbitone and mepro- 
bamate render the monkey docile only after it has become 
ataxic and depressed. Mark Swerdlow 
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876. A Study of a New Antifungal Substance, Tetra- 
hydrofluorenone. [In English] 

L.-G. ALLGEN and A. Frisk. Acta medica Scandinavica 
[Acta med. scand.] 166, 161-174, 1960. 5 figs., 8 refs. 


Tests carried out in vitro at the Central Bacteriological 
Laboratory, Stockholm, showed that 1:2:3:4-tetrahydro- 
9-fluorenone (THF) in ethanol exhibited mainly fungi- 
static activity against the various yeast-like fungi exam- 
ined. The lowest concentration of THF which was 
effective antifungally was about 16 yg. per ml. with the 
test organisms used, and the addition of 10°%% human 
serum did not change the results significantly. Tests in 
vivo showed that after oral or intramuscular doses of up 
to 200 mg. THF could not be detected in the serum or 
faeces of rabbits or man by chemical analysis (using 
ultraviolet spectrophotometry after extraction with 
cyclohexane); but in the urine, a maximum concentra- 
tion of 2-8 mg. per 100 ml. and a maximum elimination 
of 20 mg. per day were observed after oral administra- 
tion of doses up to 1-5 g. daily. 

The results of clinical trials in 40 patients suffering 
from various primary or secondary presumed fungal 
infections are described, the dosage being 200 mg. 5 times 
a day for 5 to 7 days or 1 g. daily for several weeks. 
Good effects were observed in various Candida infections 
of mucous membranes after oral administration, and in 
similar urinary tract infections and pleural empyema after 

oral and instillation therapy. Good results were also 
observed in a few of the cases with mycotic super- 
infections of the respiratory tract. One probably pure 
case of pulmonary candidosis was also successfully 
treated with THF given both orally and by intramuscular 
injection. 

With the exception of a few minor gastro-intestinal 
upsets which did not necessitate cessation of therapy, no 
side-effects were seen. 

It is concluded that the favourable clinical results 
obtained in some cases may possibly be explained on the 
assumption that certain effective metabolites of THF are 
present in the serum, but this cannot be confirmed by the 
methods at present available. A. Ackroyd 


877. Improvement in Local Tolerance and Therapeutic 
Effectiveness of Benzathine Penicillin: a Comparison of 
the Effect of Further Purification of the Drug, the Addition 
of Procaine Penicillin, and the Addition of Prednisolone 
B. B. Breese, F. A. Disney, and W. B. TALPEY. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. Child.] 
99, 149-154, Feb., 1960. 10 refs. 


Benzathine benzylpenicillin has been found to be very 
effective in the treatment of B-haemolytic streptococcal 
infections in children but has the disadvantage that 
severe local reactions occur at the site of the injection. 
In an attempt to determine whether these reactions could 


be reduced, the authors tried a number of different 
preparations of benzathine benzylpenicillin, including 
specially purified penicillin, base and penicillin similarly 
purified, penicillin with either 5 mg. or 10 mg. of predni- 
solone, and penicillin with procaine. The trials were 
carried out in some 600 children with various throat 
infections, and each injection, which was given into the 
hip, contained 600,000 units of benzathine benzylpeni- 
cillin. 

The most effective preparation was the penicillin 
with 5 mg. of prednisolone, the larger dose of predni- 
solone being no more efficacious than the smaller. A 
combination of 600,000 units of benzathine benzylpeni- 
cillin with 600,000 units of procaine penicillin caused less 
local reaction than benzathine penicillin alone, but the 
therapeutic results were no better. V. J. Woolley 


878. Absorption of Orally Administered Neomycin and 
Kanamycin: with Special Reference to Patients with 
Severe Hepatic and Renal Disease 

C. M. Kunin, T. C. CHatmers, C. M. Leevy, S. C. 
SEBASTYEN, C. S. LieBer, and M. FINLAND. New Eng- 
land Journal of Medicine [New Engl. J. Med.| 262, 
380-385, Feb. 25, 1960. 3 figs., 15 refs. 


Oral preparations of neomycin and kanamycin are 
used extensively for intestinal antisepsis and usually only 
small amounts are absorbed from the intestinal tract, so 
that the concentrations prevailing in the blood or urine 
are unlikely to be high enough to give rise to any un- 
toward or toxic effects. Patients with liver disease may, 
however, be more susceptible, and the investigation here 
reported from the medical schools of Harvard and Tufts 
Universities, Boston, was designed to provide additional 
information about the absorption of these drugs in 
patients with severe hepatic or renal disease and to help 
to define the circumstances in which unusually high blood 
concentrations may be encountered. 

In 6 patients without evidence of hepatic or renal 
disease demonstrable levels of neomycin occurred in the 
serum from one to 8 hours after a dose of 4 g. by mouth, 
the average peak level at one hour being 4-0 xg. per ml. 
In similar patients after a single dose of 2 to 8 g. of neo- 
mycin or 4g. of kanamycin, 0-6 and 0-7°% of the adminis- 
tered dose respectively was recovered from the urine in 
24 hours. 

In a group of 20 patients with cirrhosis of the liver 
but normal renal function who received 8 g. of neo- 
mycin or kanamycin per day the serum levels of the drugs 
ranged from indeterminate to 8 or 9 wg. per ml. These 
patients excreted 0-5°% of the administered daily dose of 
neomycin and 1-1% of that of kanamycin. In the 
patients with cirrhosis of the liver and who also had 
nitrogen retention (azotaemia) receiving 8 g. of one of 
these antibiotics per day the serum levels were generally 
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much higher than in those without renal failure. Lastly, 
2 patients with renal disease uncomplicated by hepatic 
cirrhosis absorbed and tended to retain neomycin longer 
than patients with normal renal function. Since both 
these drugs, particularly neomycin, are known to be 
nephrotoxic, it is recommended that when they must be 
used for patients with threatened hepatic coma the urine 
should be examined frequently for signs of nephrotoxicity. 
L. A. Elson 


879. Systemic Absorption of Orally Administered Neo- 
mycin in Liver Disease 

P. M. Last and S. SHertock. New England Journal of 
Medicine [New Engl. J. Med.] 262, 385-389, Feb. 25, 
1960. 14 refs. 


Out of 54 samples of serum from 27 patients with 
acute and chronic hepatic insufficiency who were treated 
at Hammersmith Hospital, London, with neomycin by 
mouth in a dosage rarely exceeding 4 g. daily, detectable 
serum levels of neomycin were found on 11 occasions in 7. 
However, in only one patient who became deaf was there 
proof of toxic effects of the drug. 

Circulating neomycin is known to be intensely nephro- 
toxic, but in this series no convincing evidence was ob- 
tained that quantities of the drug had been absorbed 
sufficient to produce significant renal damage additional 
to that commonly associated with terminal liver failure. 
The detectable blood levels of neomycin could not be 
correlated with gastro-intestinal ulceration, but were 
related to the development of oliguria. It is concluded 
that in the treatment of hepatic failure with oral neo- 
mycin a close watch should be kept on renal function 
and on auditory acuity for signs suggestive of absorption 
of the drug. L. A. Elson 


880 Regional Perfusion with Cytotoxic Agents 
D. B. Longmore. Lancet [Lancet] 1, 673-675, March 26, 
1960. 1 ref. 


Regional perfusion of cytotoxic agents was tried at the 
Middlesex Hospital, London, in the treatment of 3 cases 
of tumour of a limb and 3 of brain tumour. Nitrogen 
mustard was perfused in 2 cases and malphalan ester 
hydrochloride in 4. To enhance drug activity tri- 
iodothyronine was given for 3 days before operation, 
histamine was added to the perfusion blood to increase 
capillary permeability, venous oxygen saturation was 
increased to over 80°%, and the perfusion was given at 
43°C. 

No evidence of improvement was observed, and it 
is concluded that the complications of perfusion with 
existing cytotoxic agents may outweigh its usefulness in 
the palliation of malignant disease. G. Calcutt 


881. Nitrogen Mustard in the Palliation of Lung Cancer 
B. H. Bass. British Medical Journal (Brit. med. J. 1, 
617-620, Feb. 27, 1960. 5 figs., 5 refs. 


At the London Hospital 25 patients aged 52 to 72 
years with carcinoma of the lung unsuitable for surgery 
or radiotherapy were treated with nitrogen mustard 
(methyl! bis(8-chloroethyl)amine). The patients received 
a single dose of 0-4 mg. per kg. body weight intravenously 


in hospital and were followed up as out-patients. The 
treatment was repeated every eighth week. Of the 25 
patients, 17 (68°%) were improved; in 11 (66°%) of these 
the growth was of the anaplastic type whereas in the 
remaining 6 cases various other types of growth were 
present. The longest survival time was 10 months. The 
immediate side-effects consisted only of nausea and 
vomiting (12 patients). There was no significant leuco- 
penia. 

It is concluded that nitrogen mustard is of use in 
the treatment of anaplastic carcinoma of the lung, but at 
the best it is only a palliative. Anne Tothill 


882. Dosages of Isoniazid and Streptomycin for Routine 
Chemotherapy of Tuberculosis 

D. Levy, W. F. Russet Jr., and G. MIDDLEBROOK. 
Tubercle [Tubercle (Lond.)| 41, 23-31, Feb., 1960. 
19 refs. 


The serum levels of biologically active isoniazid and 
streptomycin in tuberculous patients treated with various 
dose regimens at the National Jewish Hospital, Denver, 
Coljorado, between January, 1957, and December, 1958, 
have been analysed. It was found that with a standard 
dosage of isoniazid the serum concentration in 30% of» 
the patients was less than 4 yg. per ml. and that also in 
30% of the patients the serum level of streptomycin 6 
hours after intramuscular injection of 20 mg. per kg. 
body weight was below the “estimated necessary ” 
value. 

It is concluded that similar studies are necessary in all 
patients during the course of chemotherapy so that the 
dosage of the drugs can be raised to a level which will 
ensure effective serum concentrations. 

. J. Robertson Sinton 


883. Study of the Eutrophic Action of Isoniazid in Non- 
tuberculous Children. (Ricerche sull’azione eutrofica 
dell’idrazide isonicotinica in bambini non affetti da 
forme tubercolari) 

E. pe Toni Jr. and G. RAverA. Beollettino della Societa 
italiana di biologia sperimentale [Boll. Soc. ital. Biol. 
sper.] 36, 162-165, Feb. 29, 1960. 


The treatment of tuberculosis with isoniazid results 
in a much more rapid increase in weight than treatment 
with other chemotherapeutic or antibiotic medication. 
At the Paediatric Clinic of the University of Genoa the 
authors have examined changes in weight, glycaemia, 
proteinaemia, lipaemia, pyruvaemia, amino-aciduria, 
creatinuria, creatininuria, and basal metabolic rate in 
children ranging in age from 7 months to 12} years 
suffering from mild non-tuberculous complaints who 
were given isoniazid in a dose of 30 mg. per kg. body 
weight for 15 to 30 days. They found an increase in 
proteinaemia and lipaemia, a decrease in pyruvaemia, 
and a diminution in the urinary excretion of creatine, 
creatinine, and amino-acids. The children showed an 
increase in weight ranging from 1,000 to 2,000 g. in 
30 days. 

The authors conclude that isoniazid exercises eutro- 
phic action not only on subjects affected by tuber- 
culosis, but also on healthy subjects. E. Forrai 
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884. Comparison of Clinical Manifestations of Respira- 
tory Ilinesses Due to Asian Strain Influenza, Adenovirus, 
and Unknown Cause 

I. ScHuLtTz, B. GUNDELFINGER, M. ROSENBAUM, R. 
Woo .ripceE, and P. De Berry. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 55, 497-509, 
April, 1960. 2 figs., 26 refs. 


The clinical features of respiratory illness due to Asian 
influenza virus, adenovirus Type 4, and an unknown cause 
were studied in 210 recruits at the U.S. Naval Training 
Center, Great Lakes, Illinois. The patients were ad- 
mitted to the sick bay in the summer of 1957 with fever, 
and subsequent laboratory investigation revealed infec- 
tion due to Asian influenza virus in 112, and to adenovirus 
Type 4 in 64. In the remaining 34 the results of all 
virological and bacteriological tests were negative. 

Analysis of the symptoms, signs, and pathological 
findings in these 210 patients showed certain significant 
features. The most characteristic clinical features in 
Asian influenza were sudden onset, headache, and cough. 
Infections due to adenovirus Type 4 were characterized 
by sore throat, dysphagia, and hoarseness. In the 
*“*unknown” group the main clinical features were 
similar to those in influenza. Pneumonia complicated 
Asian influenza in 8-9% of cases and adenovirus infec- 
tions in 10-9%. John Fry 


885. Transaminase and Liver-function Studies in Infec- 
tious Mononucleosis 

S. B. Rosak1, T. G. Jones, and A. F. VeRNEYy. British 
' Medical Journal [Brit. med. J.] 1, 929-932, March 26, 
1960. 24 refs. 


In this study of 23 patients with infectious mono- 
nucleosis, reported from the Westminster Hospital, 
London, the clinical findings have been correlated with 
the serum heterophil antibody (H.A.) titre, the serum 
glutamic oxalacetic transaminase (S.G.O.T.) level, the 
glutamic pyruvic transaminase (S.G.P.T.) level and with 
the results of various liver function tests. The minimal 
diagnostic criteria for inclusion in the study were fever, 
sore throat, lymphadenopathy, and a blood picture in 
which at least 50°% of the total leucocytes were lympho- 
cytes and at least 10°% of the total were atypical lympho- 
cytes (** glandular fever ”’ cells). An H.A. titre of 1:28 
or more was regarded as diagnostic (seropositive). 

ised transaminase values were observed in 18 of the 
19 seropositive cases and in 2 of the 4 seronegative cases. 
The S.G.O.T. and §.G.P.T. levels ran roughly parallel, 
the S.G.P.T. value exceeding that of $.G.O.T. in about 
two-thirds of the cases. Activity of these enzymes was 
increased in the first week of illness, usually reached a 
maximum during the second week, and returned to 
normal within 5 weeks. The transaminase values, unlike 
those in infective hepatitis, were below 500 units per ml. 
in all but 2 cases, and the levels showed no correlation 
with clinical severity of the disease, H.A. titre, or the 
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lymphocyte abnormality. 


The results of the usual liver 
function tests were less often abnormal and were not 
affected so early. In some cases zinc sulphate turbidity 
and the serum gamma-globulin level remained raised for 
some months after recovery when the results of other 
tests had become normal, presumably owing to persisting 


antibody. D. Geraint James 


886. Paromomycin in the Treatment of Shigella and 
Salmonella Infections in Children 

H. M. T. Cores, B. MACNAMARA, L. Mutcu, R. J. 
Ho rt, and G. T. Stewart. Lancet [Lancet] 1, 944-946, 
April 30, 1960. 1 fig., 3 refs. 


Paromomycin (“‘ humatin a new antibiotic derived 
from a strain of Streptomyces, was used in the treatment 
of 29 children with enteral infections at Queen Mary’s 
Hospital for Children, Carshalton, Surrey. Nine of the 
children, aged 1 to 14 years, had dysentery due to Shigella 
sonnei, 18 aged 1 to 16 years were carriers of the same 
organism, 8 aged 7 to 16} years were convalescent car- 
riers of Salmonella paratyphi B, and 2 aged 10 months 
and 8 years respectively had a symptomless infection with 
Salm. typhimurium. Paromomycin was given by mouth in 
a syrup containing 1 g. of the antibiotic in 4 ml. Ina 
few instances it was given as a powder in milk or in 


~ 150-mg. capsules.. The daily dosage was in all cases 


40 mg. per Ib. (88 mg. per kg.) body weight. All strains 
of the organisms were sensitive to the drug as tested by 
the disk method, a clear zone of 4 mm. being regarded 
as evidence of this. The minimum inhibitory concen- 
tration of the drug in liquid media ranged from 5 yg. 
per ml. for Salm. typhi to 20 yg. per ml. for Sh. sonnei 
at bacteriostatic levels, and from 10 yg. per ml. for Salm. 
paratyphi B to 50 wg. per ml. for Sh. sonnei at bactericidal 


. levels. Partial resistance was shown by 4 strains of 


Salm. paratyphi B re-isolated in relapse, but not in 2 
strains of Sh. sonnei or one strain of Salm. typhimurium 
similarly isolated. Daily faecal swabs or stools were 
examined [numbers of each unstated], starting 48 hours 
after the last dose of the drug, and a patient was regarded 
as clear of infection when 4 consecutive negative results 
were obtained. 

Eight of the 9 cases of acute Sonne dysentery were 
cured by a 5-day course of treatment. Of the 18 carriers 
of Sh. sonnei, 15 were similarly cleared after one course 
and 2 after 2 courses. Of the 8 convalescent carriers of 
Salm. paratyphi B, 4 were cleared by one course and one 
by 2 courses, while 3 remained positive. Of the 2 children 
with Salm. typhimurium infections, one gave negative 
stools after a single course. There were no side-effects 
apart from mild nausea in a few older children given the 
syrup. 

[This paper confirms and amplifies the initial promising 
results in Great Britain of McMath and Hussain (Publ. 
Hith (Lond.), 1959, 73, 328; Abstr. Wld Med., 1959, 26, 
339).] I. M. Librach 
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887. Gynaecomastia in Pulmonary Tuberculosis. (Les 
gynécomasties des tuberculeux pulmonaires) 

C. MOLINA and B. ABERKANE. Semaine des hépitaux de 
Paris |Sem. Hép. Paris| 36, 834-842, March 18, 1960. 
7 figs. 


In this report from the Faculty of Medicine of Algiers 
the authors discuss 13 cases of gynaecomastia seen among 
800 patients under treatment for pulmonary tuberculosis 
over a period of 4 years. All 13 patients were male 
North African Mohammedans with proved active tuber- 
culosis, 10 having bilateral lesions; 3 patients had previ- 
ously shown signs of alcoholism, one was a diabetic, 
and one had developed polyneuritis following the ad- 
ministration of isoniazid. Of the 13 patients 12 had been 
treated with isoniazid, and 2 had, in addition, received 
growth hormone, 2 prednisone, and one cycloserine. 
The gynaecomastia was bilateral in 5 cases, was confined 
to the left side in 7, while one patient developed the con- 
dition on the left side following surgical treatment of the 
previously affected right breast. No other signs of 
glandular imbalance were noted, while biopsy examina- 
tion of the affected breast, carried out on 11 patients, 
showed simple glandular hyperplasia. Testicular biop- 
sies revealed no gross abnormalities. 

With one exception all the patients showed abnormally 
low amounts of 17-ketosteroids in the urine, while high 
values of phenosteroids, pregnanedicl, and follicle-stimu- 
lating hormone were observed in some cases. The 
tryptophan elimination test for determining lack of 
vitamin Bg (pyridoxine) known to occur during treatment 
with large doses of isoniazid, gave a positive result in 
the one patient who had not received this drug. All the 
findings obtained in this study pointed to over-production 
of oestrogen as the cause of the gynaecomastia, and the 
possible mechanisms are discussed at some length. The 
condition took a benign course in all cases, irrespective 
of whether it was treated by surgical removal or by 
administration of androgens. H. F. Reichenfeld 


888. Syndrome of Adrenal MHypercorticism during 
Chemotherapy for Pulmonary Tuberculosis. (Syndrome 
d’hypercorticisme surrénalien au cours du traitement 
chimio-antibiotique de la tuberculose pulmonaire) 

H. Bricarre, R. Tursier, J. N. Vivien, P. Pesant, and A. 
LepeuPLe. Presse médicale [Presse méd.] 68, 515-518, 
March 19, 1960. 2 figs., bibliography. 


From the tuberculosis section of the Centre Edouard- 
Rist, Paris, comes this report of 11 cases of Cushing’s 
syndrome occurring among 590 cases of pulmonary 
tuberculosis admitted for treatment over a period of 24 
years (1956-9). All the patients were students, most of 
them in the age group 15 to 20. The 5 cases described 
in some detail shared the following features: rapid 
increase in weight with increase of adipose tissues of the 
face and trunk, mammary hyperplasia, pigmentation, 
and a slight but definite rise in the blood pressure. The 


result of the Thorn test was positive, with marked increase 
in the urinary output of 17-hydroxysteroids following 
the administration of ACTH (corticotrophin). 

_All these patients had received isoniazid in the course 
of their treatment and the authors conclude that it was 
this drug which was responsible for the state of adrenal 
cortical overactivity, the pubertal and immediate post- 
pubertal state of the patients making them particularly 
sensitive to hormonal upsets. In all the authors’ cases 
the changes were reversible and the signs of hyper- 
corticism gradually regressed after the withdrawal of 
isoniazid. In one patient, however, the Thorn test 
result remained abnormal in spite of the disappearance 
of the clinical features of Cushing’s syndrome. 

H. F. Reichenfeld 


889. A Retrospective Study of Cases of Pulmonary 
Tuberculosis Developing Drug Resistance 

H. E. Tuomas. Tubercle [Tubercle (Lond.)| 41, 37-46, 
Feb., 1960. 23 refs. 


The object of the retrospective study reported in this 
paper from West Heath Hospital and Birmingham Chest 
Clinic was to determine the factors which might predis- 
pose to the development of drug-resistant bacilli in 
tuberculous patients given chemotherapy. A group of 
62 patients in whom the organisms were resistant to 
streptomycin, PAS, or isoniazid were compared with 61 
matched for age and sex who were treated at the same 
time but from whom no resistant organisms were 
recovered. It was found that resistance occurred more 
commonly in the presence of extensive disease and large 
cavitation and in patients given inadequate combined 
chemotherapy, especially out-patients receiving PAS and 
isoniazid daily or PAS daily with streptomycin 3 times 
a week. These findings are considered to indicate that 
chemotherapy should be given under hospital conditions 
for at least 6 months to all patients whose initial radio- 
graph shows cavitation. J. Robertson Sinton 


890. Chemotherapy for Radiographically Stable Tuber- 
culous Lesions 

Z. M. HALL, P. A. ZoraB, and K. E. JerFerson. Tubercle 
[Tubercle (Lond.)\ 41, 47-50, Feb., 1960. 2 refs. 


The value of chemotherapy in patients with radio- 
logically quiescent pulmonary lesions who had not previ- 
ously~received antituberculous drugs was studied at the 
Paddington and Kensington Chest Clinic, London. A 
group of 29 patients with lesions which had shown no 
evidence of activity for 3 years were given 10-5 to 12 g. 
of calcium benzoyl PAS and 230 to 300 mg. of isoniazid 
daily, a group of 32 similar patients who received no 
chemotherapy serving as controls. Chest radiographs 
were obtained in the treated group at intervals of 3 
months and in the untreated at 4- or 6-month intervals. 
At the end of one year the radiographs in the two groups 
were compared. Altogether 6 patients (2 treated and 4 
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untreated) failed to attend the end of the trial year. Of 
27 treated patients only 18 continued to take the drugs 
for 9 months or more. There was radiological improve- 
ment in 3, who had taken the drugs for 12, 10, and 8 
months respectively; none of the remainder showed 
deterioration. Of the untreated patients none showed 
radiological improvement and one deteriorated during the 
trial year, but 2 in this group showed deterioration during 
the following 18 months. 

The authors state that the figures are too small to 
indicate whether prophylactic chemotherapy ought to be 
more widely given in such cases. The results suggest, 
however, that the investigation of a larger series would be 
worth while. J. Robertson Sinton 


891. Pyrazinamide and Isoniazid Used in the Treatment 
of Pulmonary Tuberculosis 

J. H. MatTrHews. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.] 81, 348-351, March, 
1960. 3 refs. 


A comparative therapeutic trial of PAS combined with 
isoniazid and of pyrazinamide combined with isoniazid in 
pulmonary tuberculosis was carried out at the Veterans 
Administration Hospital, Oteen, North Carolina. Pa- 
tients were allocated at random to one of the two treat- 
ment regimens, but subsequent analysis showed that the 
two groups were comparable clinically, radiologically, 
and bacteriologically. At the end of 4 months 237 
patients had received 300 mg. of isoniazid with 12 g. of 
PAS daily while 219 had received 300 mg. isoniazid with 
3 g. of pyrazinamide daily. The two regimens were 
equally effective in achieving clinical, radiological, and 
bacteriological improvement and in preventing the 
development of isoniazid-resistant bacilli. Administra- 
tion of PAS had to be stopped in 7°% of cases because of 
toxic symptoms, mainly digestive, while pyrazinamide 
had to be stopped in 13% because of signs of liver 
damage. 

The author considers that the toxic effect of pyrazin- 
amide on the liver is a significant hazard and that the 
drug should be given only if other drugs have failed, and 
then only when liver function tests can be performed 
at frequent intervals. Arthur Willcox 


892. Fluctuations in the Resistance of Strains of Tu- 
bercle Bacilli during the Treatment of Pulmonary Tuber- 
culosis. (Les fluctuations de la résistance des souches de 
bacilles tuberculeux au cours des traitements de la tuber- 
culose pulmonaire) 

BE. BERNARD, B. Kreis, L. Voivopircu, and S. PReTET. 
Revue de tuberculose et de pneumologie [Rev. Tuberc. 
(Paris)| 23, 1125-1136, Dec., 1959 [received April, 1960]. 


During the period 1954-7 the authors were able to 
follow up 201 patients with active pulmonary tuberculosis 
in all of whom the tubercle bacilli were resistant after 
treatment with one or more drugs for a mean period of 
3 months. All the patients were subjected to a further 
period of treatment of at least 3 months, and since the 
sputum still remained positive a number of studies were 
carried out on these resistant strains of bacilli, using the 
medium of Youmans. The cases were divided into 


x 


groups according to the treatment given and to the 
variation in resistance. Much to their surprise the 
authors found that resistance remained unaltered in less 
than half the cases (43-7%), increasing in 16°% and 
diminishing or disappearing in 40-39%. These changes 
occurred in bacilli which were resistant to one or more 
antituberculous drugs. 

In their discussion they conclude that while some 
fluctuation in resistance may arise from the techniques 
employed there is little doubt that resistant strains are 
of a heterogenous nature. In their experience, when 
resistance to a particular drug is only feeble then adminis- 
tration of the drug should be continued, since the majority 
of the organisms in the strain are probably sensitive to 
it; it is usually wise, however, to add a further antituber- 
culous drug to the treatment regimen. The resistance 
factor is rarely related to the anatomical site of the 
lesion in the lung, but is attributable rather to the 
heterogeneity of such a strain, the various components of 
which manifest different degrees of resistance, and it is 
this factor which complicates the picture and makes 
treatment difficult. It is very likely that a strain of 
tubercle bacilli which was initially resistant will quickly 
revert to its resistant state, even though there is an 
apparent reduction in the degree of resistance for a time. 

Paul B. Woolley 


893. Attempt to Define a Scheme of Treatment for 
Tuberculous Sero-fibrinous Pleurisy. (Essai de schéma- 
tisation du traitement de la pleurésie séro-fibrineuse 
tuberculeuse) 

A. Moreau, P. Botssevier, P. LEDEDENTE, and P. JarR- 
Niou. Revue de tuberculose et de pneumologie [Rev. 
Tuberc. (Paris)] 23, 1137-1156, Dec., 1959 [received 
April, 1960]. 


The authors state that even to-day tuberculous sero- 
fibrinous pleurisy is a common disease in young adults 
and they comment adversely on the variety of methods 
of treating it, many of them obviously unsatisfactory. 
In order to arrive at some definite plan of treatment they 
have studied at the Hépital Militaire Percy three groups 
of cases, each of 100 patients, which were treated as 
follows: (1) on symptomatic, hygienic and dietetic 
lines in the pre-antibiotic era; (2) with the standard anti- 
tuberculous drugs; and (3) with antituberculous drugs 
and corticosteroids. 

The results of treatment as in Group 1 are already 
well known and are not further discussed. From the 
results obtained in Groups 2 and 3 the authors conclude 
that it is unwise to give steroids in subacute or apyrexial 
cases insidious in onset or those in which treatment has 
been somewhat delayed. Some 78°% of cases, however, 
are diagnosed early and it is in these that steroids should 
be given in combination with the standard antituberculous 
drugs. There is little doubt that steroids prevent or 
tend to prevent pleural adhesions. Among the compli- 
cations noted in patients treated with steroids were a 
recrudescence of the pleurisy and a tendency towards 
empyema, but these complications occurred mainly in 
cases considered unsuitable for steroid therapy. The 
importance of introducing such therapy at the optimum 
moment is stressed. Paul B. Woolley 
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894. Homosexuality and Venereal Disease 
C. Nico. Practitioner [Practitioner] 184, 345-349, 
March, 1960. 3 refs. 


The author, writing from the Venereal Diseases Clinics of 
St. Bartholomew’s and St. Thomas’s Hospitals, London, 
discusses the part played by homosexuality in the spread 
of venereal diseases and reviews previous published 
studies regarding the incidence of homosexuality in 
clinic populations and of the type of disease from which 
these patients suffered. He then compares his own 
experience of this problem in 1954 with that in 1959. 
In 1954 out of 838 male patients seen at the smaller 
clinic 10 were homosexual, whereas of 813 patients seen 
at the same clinic in 1959, 40 admitted homosexual con- 
tact, a fourfold increase. Subdivision of the homosexual 
patients on the basis of individual infections showed that 
this increased proportion was distributed as follows (the 
first figure being that for 1954 and the second that for 
1959): (1) from 0 out of 4 to 8 out of 12 (66-79%) male 
patients with early syphilis; (2) from 5 out of 118 
(43%) to 15 out of 136 (11%) of all males with 
gonorrhoea; (3) from 2 out of 172 (1-:2%) to 11 out of 
241 (4-6°%) of all males with non-gonococcal urethritis; 
and (4) from 3 out of 544 (0-6°%) to 6 out of 424 (1-4%) 
with no detectable venereal disease. Single men, the 
majority of whom were in light or sedentary work, pre- 
dominated among the homosexuals. The figures are 
analysed statistically. 

The evidence supports the general impression that 
homosexuals are forming an, increasing proportion of 
those attending venereal disease clinics, and that their 
infections also form a higher proportion of all infections 
detected. The author points out the need for close 
questioning regarding sex contacts and the difficulty of 
diagnosis in men with anal infection. He suggests that 
public health authorities have a duty to inform the public 
of the increasing risk of infection arising from homo- 
sexuality. R. S. Morton 


895. Uveitis, Arthritis, and Non-specific Genital Infec- 
tion 

R. D. CaTreraALL. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 36, 27-29, March [received May], 
1960. 1 ref. 


The author, writing from the General Infirmary at 
Leeds, describes an investigation into the aetiology of 
uveitis carried out at the Institute of Ophthalmology, 
London, between May, 1957 and December, 1958, in 
which 248 male patients with uveitis were investigated, an 
assessment being possible in respect of 222. Of these 
142 (64°%%) were found to have chronic prostatitis, 52 
patients (23°%) had Reiter’s disease, 29 (139%) had anky- 
losing spondylitis, 14 (6°%) atypical sacro-iliitis, and 7 
(3°) had plantar fasciitis. 


Pleuro-pneumonia-like organisms were grown from 
the prostatic secretion in only 22 cases (10°%); routine 
cultures for other organisms yielded no positive informa- 
tion. The Rose—Waaler differential sheep-cell agglu- 
tination test performed on sera from 175 patients gave a 
negative result in 164 cases and a positive result in 11. 
The complement-fixation test for pleuro-pneumonia-like 
organisms was positive in only 35 cases (16°%) and the 
gonococcal complement-fixation test was positive in 
25 cases (11%). The erythrocyte sedimentation rate 
was raised in 35°% of cases, these including mainly those 
of Reiter’s disease and ankylosing spondylitis. In con- 
clusion it is suggested that ** chronic prostato-vesiculitis 
is the common factor in a syndrome which includes 
anterior uveitis, Reiter’s disease, ankylosing spondylitis, 
atypical sacro-iliitis, and plantar fasciitis ”’. 

R. R. Willcox 
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896. Serologic Tests for Syphilis following Smallpox 
Vaccination and Including Reiter Protein Complement 
Fixation Technic 

F. W. Lyncn, A. C. KIMBALL, and P. D. KERNAN. Jour- 
nal of Investigative Dermatology [J. invest. Derm.] 34, 
219-222, March, 1960. 5 refs. 


The incidence of non-specific reactions in serological 
tests for syphilis (S.T.S.) after vaccination against small- 
pox has been investigated by examining 212 students 
entering the University of Minnesota who had had a 
recent vaccination. None were thought to have had 
syphilis, but 57 (26-99%) showed reactivity with one or 
more of the battery of S.T.S. employed. These included 
3 with crude tissue extract antigens (Hinton, Kahn, and 
Kolmer) and 3 with cardiolipin antigens (Kline, V.D.R.L., 
and Kolmer) and the results of these were compared 
with those of the Reiter protein complement-fixation 
test (R.P.C.F.) for which the fifth-volume Kolmer 
technique was used. The time between vaccination 
and the first test varied from 19 to 52 days, and maximum 
reactivity with the S.T.S. was found at 19 to 22 days. 
Those whose S.T.S. gave negative results at first were not 
re-examined and no attempt was made to follow all 
reactors until they became seronegative. 

Reactivity was most frequent in 97 patients who had 
given a primary response to vaccination, 44 of whose 
sera showed reactivity in one or more of the S.T.S. 
Presumed non-specific reactions were given more fre- 
quently by the tests with crude tissue extract antigens 
(Hinton 39, Kahn 24, Kolmer 8) than by those with 
cardiolipin antigens (Kline 21, V.D.R.L. 7, Kolmer 8). 
The R.P.C.F. test gave no positive reactions in this 
group. The remaining 115 students had given an 
accelerated response to vaccination and only 13 gave 


282 


| 

| 

| 


VENEREAL DISEASES 283 


non-specific reactions with one or more §S.T.S., the figures 
being: Hinton 9, Kahn 4, Kolmer 1, Kline 2, V.D.R.L. 1, 
and Kolmer cardiolipin 2. The R.P.C.F. test gave one 
weakly positive result; it was the only test giving a posi- 
tive result with this particular serum and as a subsequent 
test on the same specimen was negative technical error 
cannot be excluded. Illustrative cases are described 
showing that the pattern of reactions may vary from 
strongly positive reactions with all tests except the 
R.P.C.F. test to discordant results, the reactions to some 
tests being strongly positive and others completely 
negative. Reactivity may persist for long periods—for 
112 days in one case described. 

The authors conclude that their results support the 
claims of other workers for the high specificity of the 
R.C.P.F. test. They emphasize that when a patient has 
to have a serological test for syphilis and to be vaccinated 
[as sometimes for immigration purposes] it is important 
that blood should be taken before vaccination (or any 
other immunization procedure) is performed. 

A. E. Wilkinson 


897. Assay of Tests for Syphilis on Unheated Serum 

H. N. Bossax, W. P. DUNCAN, A. Harris, and V. H. 
FALcone. Public Health Reports [Publ. Hlth Rep. 
(Wash.)]| 75, 196-198, March, 1960. 4 refs. 


The rapid plasma reagin test, a similar test with un- 
heated serum instead of plasma, and the V.D.R.L. 
(Harris) test were performed in parallel at the Venereal 
Disease Research Laboratory, Communicable Disease 
Center, Chamblee, Georgia, on 592 sera from presumably 
non-syphilitic persons, on 492 sera from patients in six 
clinically defined categories of syphilis, and on 293 sera 
from patients with conditions and diseases other than 


‘syphilis. Of the latter, 220 were from suspected bio- 


logical false positive reactors, 111 of whom had been 
shown to give negative reactions to the treponemal 
immobilization (T.P.I.) test. 

Only 2 positive reactions were obtained with all three 
tests on the presumed non-syphilitic sera. In sera from 
donors with syphilis the V.D.R.L. test was generally 
less reactive than the other two tests (377 positive results 
with the V.D.R.L. compared with 408 and 410 respec- 
tively with the others). Although in 73 specimens from 
patients with diseases other than syphilis the V.D.R.L. 
test gave only 4 positive readings compared with 7 each 
with the other two tests, in the 111 false positive reactors 
with negative reactions to the T.P.I. test the V.D.R.L. 
test gave 54 positive readings compared with 53 each 
with the other two. R. R. Willcox 


898. Effects of Cortisone Derivatives and Their Indica- 
tions in Syphilis. (Wirkungen von Cortisonderivaten 
und ihre Indikation bei der Syphilis) 

F. Heim. Zeitschrift fiir Haut- und Geschlechts-Krank- 
heiten [Z. Haut- u. Geschl.-Kr.] 28, 196-204, March 15, 
1960. 4 figs., 28 refs. 


At the University Clinic for Skin and Venereal Diseases, 
Vienna, 5 patients with untreated syphilis in various stages 
were given a course of prednisolone in doses of 10 to 50 
mg. daily. After the effects had been noted penicillin 


was administered in the usual way. In primary and 
secondary syphilis (2 cases) the lesions showed no signs 
of healing under prednisolone and the treponeme count 
became higher. Penicillin cleared the lesions satis- 
factorily. Of 3 patients with gummatous lesions of the 
skin and mouth, one showed complete remission of the 
lesion under prednisolone, with recurrence a month 
later; one other patient showed marked improvement 
and the remaining patient was unaffected. Penicillin 
was effective in all cases. 

It is concluded that cortisone derivatives should not 
be used in syphilis except in cases exhibiting allergy or 
when a Herxheimer reaction must be strictly avoided; 
in such cases they may be administered together with 
penicillin. G. W. Csonka 


899. Antigen Structure of Treponema pallidum and 
Immune Adhesion. (Antigenstruktur des Treponema 
pallidum (TP) und die Immunadhiasion (TA)) 

K. KirALy and M. PorGAnyt. Zeitschrift fiir Immuni- 
tatsforschung und experimentelle Therapie {Z. Immun.- 
Forsch. 119, 183-195, Feb., 1960. 26 refs. 


In tests carried out at the Institute for Skin and 
Venereal Diseases, Budapest, on 264 sera, of which 
23 were derived from treated syphilitics, 112 from un- 
treated cases, and the remainder from serologically 
positive patients who were non-syphilitic, it was first 
demonstrated that there was a close parallel in the results 
obtained with the treponemal immobilization (T.P.1.) 
test and the immune adhesion (I.A.) test introduced by 
Nelson in 1952. In view of the high correlation (98-7°%%) 
it was felt that the newer test might be a more adaptable 
laboratory procedure, and the relation between the 
antigens concerned was therefore studied. Aliquots of 
each treponemal suspension used were treated with at 
least two of the proteases trypsin, elastase, papain, ribo- 
nuclease, and hyaluronidase. Samples were also sub- 
jected to heating to 65°C. The effects of these pro- 
cedures were checked by microscopical examination after 
metachromatic staining. The killed treponemes were 
then suspended in Nelson’s medium and the I.A. test 
repeated. A markedly reduced correlation was now 
found between the I.A. and the T.P.I. test, although 
there was no alteration in the reagin tests. It was con- 
cluded that the antigen concerned in the I.A. test is not 
a single, well-defined entity, but rather the manifestation 
of any antigen-antibody combination which can fix 
complement. 

It is therefore pointed out that the presence of non- 
viable treponemes in stored antigenic material used in 
carrying out the I.A. test will render it undependable. 
Freshly prepared antigen should always be used. 

Allene Scoit 


900. Syphilitic Changes in the Blood and Cerebrospinal 
Fluid. (Die syphilitische Blut- und Liquorveranderung) 
G. BLUMENTHAL and R. WuLkow. Zentralblatt fiir 
Bakteriologie, Parasitenkunde, Infektionskrankheiten und 
Hygiene [Zbl. Bakt., I. Abt. Orig.] 179, 55-71, 1960. 
1 fig., bibliography. 
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Tropical Medicine 


901. Cardiovascular Disorders at an African Hospital in 
Uganda 

A. G. SHAPER and A. W. WILLIAMS. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
roy. Soc. trop. Med. Hyg.| 54, 12-28, Jan., 1960. 10 
figs., 39 refs. 


Cardiovascular disease accounted for about 10% of 
all disorders in African patients admitted to Mulago 
Hospital, Uganda, during the 3-year period 1955-7, and 
in this paper the authors review 712 such cases, of which 
475 occurred in males and 237 in females. The com- 
monest condition was renal hypertension, which was noted 
in 24-4% of males and 19-4% of females. Next came 
syphilitic aortitis in 17-5°% of males and 5-9°% of females. 
Though typical rheumatic fever was very rarely encoun- 
tered in children [as is also the case now in Great Britain] 
and chorea only once, chronic rheumatic heart disease 
accounted for 12-9°% of all cases (11-49% male and 16% 
female). Corresponding figures for endomyocardial 
fibrosis were 11-2 and 18-6%% respectively. Tuberculous 
(1-4%) and pyogenic (2-1%) pericarditis and bacterial 
endocarditis (1-3%) was the cause in about 5%, while 
84 cases (11:8%) defied an accurate diagnosis. The 
authors conclude with a plea for an epidemiological 
approach to the unsolved problems of aetiology in 
cardiovascular disease and stress that this should be 
done without delay since in Uganda, as in other develop- 
ing countries, the population pattern is changing rapidly. 

Clement C. Chesterman 


902. Sickle Cell Anaemia in Nigerian Children 

R. G. HENDRICKSE. Central African Journal of Medicine 
[Cent. Afr. J. Med.} 6, 45-57, Feb., 1960. 9 figs., 32 
refs. 


In this paper from University College, Ibadan, the 
author analyses the clinical features of sickle-cell anaemia 
in 75 Nigerian children. The average age at diagnosis 
was 3-8 years, compared with 1-4 years in the Belgian 
Congo. The symptoms included bouts of fever, limb 
pain and swellings, anaemia, vomiting, and abdominal 
pain. Anaemia was constant and enlargement of the 
spleen and liver was common, hepatomegaly being 
associated with evidence of hepatic dysfunction. The 
high incidence of the hepatic and splenic features, com- 
pared with the rarity of those features in North American 
negroes, is attributed to the prevalence of malaria and to 
poor nutrition in West Africa. In many cases there were 
characteristic swellings involving the hands and feet, 
sometimes associated with secondary pyogenic infection. 
Other features, which are discussed in detail, were 
abnormalities of the central nervous and cardiovascular 
systems, the habitus, and clinical and radiological 
changes in the skeleton. The prognosis in this condition 
is stated to be better in Nigeria than in East Africa or 
the Belgian Congo. Treatment is purely symptomatic 


and supportive, emphasis being placed on the administra- 
tion of antimalarial drugs and antibiotics, where appro- 
priate, and on blood transfusion. In the author’s series 
** priscoline ” (tolazoline) often relieved pain dramatically 
during crises, possibly by abolishing vasospasm. 

J. L. Markson 


INFECTIOUS DISEASES 


903. Effect of Prednisolone in Bancroftian Elephantiasis 
P. JoRDAN. British Medical Journal [Brit. med. J.] 1, 
1020-1022, April 2, 1960. 1 fig., 14 refs. 


The author reports from the East African Institute for 
Medical Research, Mwanza, Tanganyika, the results of a 
trial of prednisolone in 7 patients with elephantiasis of 
the leg. The effect of treatment was assessed by measur- 
ing the circumference of the leg at four selected levels and 
summing the results. The first 3 patients treated were 
kept in bed, but the other 4 were encouraged to walk 
about. The dose of the steroid was 25 mg. twice daily, 
followed by 25 mg. once daily for 25 days, after which 
the drug was gradually withdrawn. Side-effects, chiefly 
palpitations, were not important. The results were dis- 
appointing. In one early case a slight permanent reduc- 
tion in the size of the leg was obtained; in the others 
there was a slight reduction during treatment (as com- 
monly occurs when patients with elephantiasis rest in 
bed), but the legs returned to their original size when 
the patients began to walk about. In one patient who 
had scanty microfilariae in his blood before treatment, 
these gradually increased in number during treatment to 
a maximum of 10 per 120 c.mm., and then diminished 
again after treatment. In explanation of this it is sug- 
gested that in such cases the steroid may depress the 
immune reactions which normally destroy most of the 
microfilariae. 

[Apparently the treatment of elephantiasis with predni- 
solone is not worth while.] F. Hawking 


904. The Effect of Pentylthiarsphenylmelamine (Mel 
W) on Wuchereria bancrofti. (L’effet du pentylthiarsa- 
phénylmélamine (Mel W) sur W. bancrofti) 

E. A. H. FriepHem and R. T. DE JoNGH. Bulletin de la 
Société de pathologie exotique et de ses filiales [Bull. Soc. 
Path. exot.] 52, 785-791, Nov.—Dec., 1959 [received 
March, 1960]. 1 fig., 3 refs. 


Mel W (pentylthiarsphenylmelamine) is a _ water- 
soluble form of Mel B which was introduced originally 
for the treatment of human trypanosomiasis. In the 
Department of Tropical Medicine of the Faculty of 
Medicine of Alexandria, Egypt, 3 patients with 
Wuchereria bancrofti filariasis and a low microfilariaemia 
were treated with 0-1 g. of Mel W injected intramuscu- 
larly on 4 successive days. The first patient, a man of 53, 
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had a subcutaneous nodule the size of a haricot bean in 
his right groin. His microfilaria count was 0 to 2 per 
c.mm. [presumably at night]. Four days after treat- 
ment the nodule swelled up, his temperature rose to 
38°C., and there was a morbilliform pruriginous 
erythema on his chest and calves. These symptoms dis- 
appeared in 4 days. He was then given 0-15, 0-2, and 
0-2 g. of Mel W on successive days without any reaction. 
Twelve days after the first treatment the nodule was 
excised and was found to contain 3 dead adult worms. 
The microfilaria count was too low throughout to show 
any significant changes. The second patient, a man of 
22 years, had a painful swelling of the spermatic cord, 
epididymis, and right testicle about 5 days after the end 
of treatment; this swelling lasted 4 days, after which it 
subsided. The third patient, a boy of 14, had no clinical 
reaction to treatment. In all three cases there was a 
tendency for the microfilaria count to rise a few days 
after treatment and then to return to its previous 
level. 

At the Firestone Hospital, Harbel, Liberia, 2 patients 
with a high microfilariaemia due to the same organism 
have also been treated with Mel W. In one there was 
a marked oedema of the scrotum and its contents 7 
days after treatment with 3 doses of 0-2 g. of Mel W 
on consecutive days and the microfilariaemia, initially 
about 180 microfilariae per 20 c.mm., fell in 2 weeks to 
3 per 20 c.mm. and had disappeared by the 13th week. 
The other patient had a similar history, although the 
microfilariaemia fell only to 24% of its original value 
within 2 months of treatment. These results are inter- 
preted as meaning that the adult worms (or some of 
them) had been killed by the treatment. 

[Other trivalent arsenicals, such as arsenamide, are 
known to kill the adult worms, although there is a danger 
of toxic effects (or even massive necrosis) in the liver in 
patients who have an idiosyncrasy (McFadzean and 
Hawking, Brit. med. J., 1954, 1, 956; Abstr. Wid Med., 
1954, 16, 295). It will require further work to show 
whether Mel W is more effective, safer, or more con- 
venient than arsenamide. The limitation of the course 
of treatment to 3 or 4 days and the intramuscular injec- 
tion would certainly constitute great advantages.] 

F. Hawking 


905. Pentylthiarsphenylmelamine (Mel W) in the Treat- 
ment of Trypanosomiasis Due to Trypanosoma gambiense, 
(Le pentylthiarsaphénylmélamine (Mel W) dans le traite- 
ment de trypanosomiase a 7. gambiense) 

R. T. DE JoNGH and E. A. H. FriepHem. Bulletin de la 
Société de pathologie exotique et de ses filiales [Bull. Soc. 
Path. exot.] 52, 769-778, Nov.—Dec., 1959 [received 
March, 1960]. 3 figs., 2 refs. 


A previous publication by the authors (Trans. roy. 
Soc. trop. Med. Hyg., 1959, 53, 262; Abstr. Wid Med., 
1959, 26, 346) describing the treatment of 8 patients with 
trypanosomiasis with pentylthiarsphenylmelamine (Mel 
W) showed that it was as active as Mel B, but better 
tolerated, more convenient, and soluble in water (instead 
of in propylene glycol). The present paper from the 
Firestone Hospital, Harbel, Liberia, describes 11 further 
cases. Two cases were in the first period and 5 early in 


the second stage (involvement of the central nervous 
system) while the remaining 4 were advanced cases. The 
treatment consisted of a series of daily intramuscular 
injections for 5 to 6 days followed by a similar series 
after an interval of 1 to 2 weeks. The dose was 200 mg. 
for subjects weighing 33 to 51 kg.—that is 6-1 to 3-9 mg. 
per kg. Trypanosomes disappeared from the blood 54 
hours after intramuscular injection, and puncture of 
lymph nodes after 104 hours gave negative results. The 
symptoms improved fairly rapidly and the increased cell 
and protein contents of the cerebrospinal fluid returned 
to normal levels after a few months. In one infant there 
was a morbilliform erythema with fever and plantar 
desquamation 3 days after the treatment which lasted 2 
days. 

The dose recommended for patients in a good condi- 
tion is four daily intramuscular injections, the first of 
2 mg. per kg. and the others of 4 mg. per kg., with a 
maximum of 200 mg., followed after 1 or 2 weeks by 
four more injections of 4 mg. per kg. In patients in 
a bad condition the early doses should be smaller and 
given with caution. F. Hawking 


906. The Relationship of Serum enna Con- 
centration to Malaria and Sickling 

J. C. Epozien, A. E. Boyo, and D. C. Moriey. Journal 
of Clinical Pathology {J. clin. Path.) 13, 118-123, March, 
1960. 24 refs. 


Studies were made on the blood proteins of 350 
Nigerian and 50 European adults at Ibadan, 25 adults 
at Llora, 40 children from the Ibadan area with kwashior- 
kor, and on a group of 211 children at Imesi, half of 
whom had been treated from birth with monthly doses 
of 25 mg. of pyrimethamine (“‘ daraprim”’). The total 
protein was determined, the serum proteins and haemo- 
globin were analysed by paper electrophoresis, and tests 
for sickling and liver function were carried out on all 
subjects. 

The serum albumin level of professional Nigerian 
adults was higher than that of Nigerians of lower 
economic status and was very close to the level in Euro- 
peans. The serum albumin level was profoundly reduced 
in kwashiorkor.. The serum y-globulin level of all 
Nigerians was significantly higher than that of Europeans. 
Children who had been partially protected from malaria 
by pyrimethamine had a lower mean serum y-globulin 
concentration than the comparable unprotected group. 
In the unprotected group sicklers had a significantly 
higher serum y-globulin concentration than non-sicklers. 

The authors conclude that nutritional status affects 
the serum albumin level, but that the y-globulin level, 
although influenced by socio-economic conditions, is 
independent of nutrition. The capacity to maintain a 
high y-globulin concentration in health is an inherited 
characteristic, selected for the protection it offers against 
malaria and possibly other endemic diseases. Any pro- 
tection against malaria which sickling may afford is not 
due to inability of the malaria parasite to grow in the 
erythrocyte; the evidence suggests that sickling may be 
associated with an enhanced antibody response against 
the parasite. L. G. Goodwin 


Allergy 


907. An Evaluation of Hyposensitization in Childhood 
Allergy 
A. H. Kune and C. L. Warts. Annals of Allergy 
[Ann. Allergy] 18, 80-86, Jan., 1960. 17 refs. 


On 30 children aged 3 to 15 years with allergic mani- 
festations a double-blind trial of hyposensitizing injec- 
tions was carried out. The evaluation of the results 
was based on the impressions of the authors and parents. 
Of the treated group of 15 children, 11 became symptom- 
free and 4 improved, while of the control group, none 
became symptom-free, though 4 improved. When the 
controls were subsequently treated with hyposensitizing 
injections 11 became symptom-free. 

H. Herxheimer 


908. Cutaneous and Systemic Reactions to Human 
Plasma 

S. O. FREEDMAN, J. Q. Buss, J. L. HuTCHIsoN, and 
A. S. V. BurGcen. Journal of Allergy {J. Allergy] 31, 
134-140, March-April, 1960. 15 refs. 


In experiments reported from Montreal General Hos- 
pital and McGill University 0-1 ml. of fresh heparinized 
plasma from normal donors was injected intradermally 
into 33 normal subjects, and 100 mg. of Coomassie blue 
dye injected intravenously at the same time. If the area 
of blueing at the site of the intradermal injection had a 
diameter larger than 3 mm. the reaction was regarded as 
positive. 

When plasma from the same subject (autologous 
plasma) was injected the average area of increased 
capillary permeability was 2-9 mm., whereas with non- 
autologous plasma it was 9-1 mm. When 500 ml. of 
autologous plasma was infused intravenously within 30 
minutes no untoward reaction occurred. With non- 
autologous plasma severe urticaria, patchy erythema and 
rhinitis occurred in 7 out of 12 experiments, disappearing 
on treatment with antihistamines and adrenaline. The 
authors regard it as possible that the release of free 
histamine by the non-autologous plasma is the reason 
for this reaction. H. Herxheimer 


909. Studies in Allergy. II. Serum Serotonin Levels 
in Nonallergic, Pretreatment, and Posttreatment Allergic 
Human Beings and in Normal and Sensitized Guinea Pigs 
R. A. MacHarriz, L. R. MENEBROKER, D. J. MAHLER, 
and A. J. BARAK. Journal of Allergy [J. Allergy) 31, 
106-110, March-April, 1960. refs. 


At the Veterans Administration Hospital, Omaha, 
Nebraska, the serum serotonin level was determined in 
guinea-pigs before and after sensitization to various 
antigens, in 49 normal human subjects, and in 31 patients 
with various allergic disorders. A spectrofluorometric 
method was used. There was no difference between the 
mean serum serotonin levels in guinea-pigs before and 
after sensitization, but in the allergic patients the mean 


level was about 2,000 yg. per ml. compared with about 
1,500 xg. per ml. in the normal subjects, and it did not 
change after treatment. It is suggested that the platelets 
are sensitized as are the other body tissues and respond 
by releasing excess serotonin. 

[In the absence of other data confirmation of the 
reported findings must be awaited.}] HH. Herxheimer 


910. Serotonin, Histamine, and the Arthus Phenomenon 
T. P. WAALKes and H. Cosurn. Journal:of Allergy 
[J. Allergy] 31, 181-184, March-April, 1960. 19 refs. 


Reserpine in large doses is known to liberate most of 
the serotonin present in blood and tissues. Of 20 rabbits 
which had been sensitized to egg albumen, 10 received 
5 mg. of reserpine per kg. body weight intravenously. 
After 16 hours all the animals were given 0-1 of egg albu- 
men intradermally. In 8 of the reserpine-treated rabbits 
and 7 of the controls large haemorrhagic lesions de- 
veloped at this site. Investigation of the skin in the 
region of the Arthus phenomenon showed an excess of 
histamine, but no serotonin was present. As the Arthus 
reaction developed in animals depleted of serotonin it is 
concluded that this substance is not likely to be a factor 
in the development of the lesion. H. Herxheimer 


911. Effects of Histamine on Pulmonary Ventilation in 
Man 

A. Bounuys, R. JONsson, S. LICHTNECKERT, S.-E. Lin- 
DELL, C. LUNDGREN, G. LUNDIN, and T. R. RINGQUIST. 
Clinical Science [Clin. Sci.] 19, 79-94, Feb. [received 
April], 1960. 6 figs., 31 refs. 


Intravenous injections of histamine are known to in- 
duce laboured breathing in experimental animals and in 
patients with bronchial asthma. In most previous 
studies in man the effect of histamine has been investi- 
gated in terms of the changes in vital capacity, but this 
requires the active collaboration of the subject. The 
present authors, working at the Institute of Physiology, 
University of Lund, Sweden, have determined in 5 healthy 
and 2 asthmatic subjects the changes in pulmonary ven- 
tilation induced by histamine by means of the nitrogen- 
wash-out method, which is uninfluenced by the patient’s 
activity since it requires only normal quiet breathing. 
The relaxed subject breathes oxygen and expires into a 
spirometer from which samples of expired gas are con- 
tinuously withdrawn for determination of nitrogen con- 
centration. From this reading the functional residual 
capacity (F.R.C.) and the lung clearance index (L.C.I.) 
can be calculated. 

This test showed that in the 2 bronchial asthmatic 
subjects the F.R.C. was lowered and the L.C.I. increased. 
An intravenous infusion of histamine (200 to 500 mg. 
per kg. body weight per minute) did not significantly 
alter these values, but inhalation of a histamine aerosol 
always resulted in an increase in the L.C.I., that is, the 
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nitrogen clearance was retarded. The asthmatic sub- 
jects were more sensitive to inhaled histamine than the 
normal subjects. Administration of hexamethonium 
decreased their sensitivity to a near-normal level, but had 
no effect on that of the controls. The authors conclude 
that a functional disorder of autonomic nervous struc- 
tures in the bronchial walls may be of importance in the 
pathogenesis of bronchial asthma. G. B. West 


912. An Evaluation of Some Newer Antihistaminic Drugs 


_ against Pollinosis 


H. W. WaAHNER and G. A. Peters. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.} 35, 
161-169, March 30 [received May], 1960. 2 figs. 


In the first of two trials carried out at the Mayo Clinic 
four new antihistamine drugs and a placebo were given 
to 34 patients sensitive to ragweed, a double-blind tech- 
nique being used. Tablets were identified by being 
numbered 1 to 5. The patients were asked to take one 
tablet every 4 hours as necessary, and a different drug 
was taken on each consecutive day until the patient 
returned at the end of the week for evaluation. In a 
second group of 39 patients a similar trial was undertaken 
using sustained action drugs and the dosage was changed 
to one tablet every 6 to 8 hours. Patients kept a record 
of the response to each drug as well as of the symptoms 
and degree of exposure, the response if poor being rated 
as 0, if fair as 25%, if good as 50%, and if described as 
excellent, it was rated 75 to 100°% relief. (Patients with 
mild hay fever were unable to evaluate the drug effects 
and were not included in the analysis.) 

The daily variations in the pollen count and the severity 
of the symptoms could not be correlated. The trial was 
useful in evaluating the effects of several new antihista- 
minic drugs. With both the short-acting and longer- 
acting antihistaminic drugs side-effects were infrequent. 
The long-acting forms of all drugs tested were approxim- 
ately equally effective. The placebo in both series was 
the most ineffective agent, except in patients with mild hay 
fever who found it equally effective as all other drugs 
tested. __ A. W. Frankland 


913. Aspergillus fumigatus and Actinomycetes in Air. 
{In English] 

G. A. DE Vries. Acta allergologica [Acta allerg. (Kbh.)] 
15, 99-106, 1960. 7 refs. 


Because vaseline-coated slides are not suitable for the 
isolation of Aspergillus fumigatus or various actino- 
mycetes (such as Streptomyces spp.) the author uses 
the older method of Petri culture plates. He stresses 
the importance of having the culture media at the correct 
PH and temperature. In the present study, reported 
from the Centraalbureau voor Schimmelcultures, Nether- 
lands, such plates were exposed at 86 different sites, both 
indoors and out of doors (including byres and pigsties), 
for half an hour at midday, using a neutral malt-agar 
medium (pH 7-0) and an alkaline oatmeal—-agar medium 
(pH 8-5), some of the plates being thereafter incubated 
at 37° and some at 28° to 33° C. 

A. fumigatus and other thermophilic fungi were fre- 
quently collected from both indoor and outdoor air, so 


that it is concluded that this fungus probably has a low 
pathogenicity for man, but there is no experimental 
evidence on this problem; it is known however to cause 
mycotic abortion in cows. Streptomyces and Micro- 
monospora spp. grew in 50°% of the plates exposed at 
various locations. Although it is possible that Strepto- 
myces spp. may cause disease in animals, so far there is 
no evidence that they cause allergic disease in man. 
A. W. Frankland 


914. The Incidence of Olea Pollen in Portugal in Five 
Consecutive Years. [In English] 

Q. G. P. DA Sttva. Acta allergologica [Acta allerg. 
(Kbh.)] 15, 107-112, 1960. 25 refs. 


The pollen of the olive tree (Olea) is known to be the 
cause of allergy in many areas in which this tree is widely 
grown. In this study carried out at the National Agro- 
nomical Institute, Sacavém, Portugal, the incidence of 
pollen of Oleaceae was observed annually from 1949 to 
1953 during the months of April, May, and June in and 
around Lisbon. The author points out that olive trees 
resemble several other arboreal species in that they under- 
go cyclic variations in pollen production. Thus it was 
found that the catch of Olea pollen during the 3 months 
April to June ranged from 94°% to only 13°% of the total 
catch in the various years of observation. 

A. W. Frankland 


915. Occurrence of Allergic Disease in Patients with 
Adrenal Cortical Hypofunction 

H. M. Carryer, D. W. SHERRICK, and C. F. GASTINEAU. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 172, 1356-1360, March 26, 1960. 6 refs. 


It has long been recognized that the adrenal cortex 
influences reactions of hypersensitivity. In this study 
the authors have reviewed the case histories of 496 
patients with adrenal cortical hypofunction (Addison’s 
disease) seen at the Mayo Clinic between 1915 and 1957 
in an attempt to determine the incidence of allergic dis- 
orders. For only 45 patients did the history include 
allergic manifestations, such as asthma, hay fever, urti- 
caria, angioneurotic oedema, perennial allergic rhinitis, 
or drug allergy. In 18 out of these 45 patients no corre- 
lation was found to exist between the adrenal cortical 
hypofunction and the allergy. In the other 27 the allergic 
disorder developed before, and was worse after, the onset 
of adrenal cortical hypofunction, and was related to it; 
in 17 of these 27 patients the reaction was atopic, in 8 
it was a drug sensitivity, while 2 exhibited hypersensi- 
tivity of both types. Patients with long-standing atopic 
disorders often suffered an accentuation in the severity of 
these disorders at the time adrenal cortical hypofunction 
developed, and conversely showed improvement when 
given replacement steroid therapy for the adrenal hypo- 
function. Information was less conclusive concerning 
an accentuating influence on the occurrence or severity 
of drug allergy. It is concluded that patients with Addi- 
son’s disease and hay fever or bronchial asthma experi- 
ence an amelioration of the allergic symptoms when 
cortisone-like hormones are given, whereas the allergic 
disorder recurs when such treatment is withdrawn. 

G. B. West 


Nutrition and Metabolism 


916. The Effect of Lipocaine on the Blood Cholesterol 
Level. (Bnusnne nunoKaHHa Ha ypoBeHb xomnecte- 
PHHa B KpOBH) 

N. A. Zuxov. u Topmo- 


Homepanuu [Probl. Endokr. Gormonoter.| 6, 91-93, 
March-April, 1960. 4 refs. 


In 1955 Leites demonstrated that disturbances of fat 
metabolism in depancreatized animals and in patients 
with diabetes mellitus were linked with lipocaine defi- 
ciency. On the hypothesis that disturbance of the meta- 
bolism of cholesterol might be due to the same cause 40 
patients of both sexes, 27 with atherosclerosis and 13 
with diabetes, were treated with lipocaine by mouth in a 
dosage of 10 units three times a day for 3 weeks, the serum 
cholesterol level being determined before and during 
treatment. 

Before treatment this level was normal in 23 cases, 
raised in 12, and below normal in 5. After treatment— 
and in some cases within 2 weeks—the level was raised in 
31 cases, lowered in 7, and unchanged in 2; the post- 
treatment level bore no relation to the initial level in a 
particular case, to the age or sex of the patient, or to the 
disease present. If treatment with lipocaine was com- 
bined with a low-cholesterol diet the serum cholesterol 
level was as a rule not increased. It is suggested that 
lipocaine prevents the fixation of excessive amounts of 
alimentary cholesterol in the tissues, thus facilitating its 
excretion in the bile, or possibly its conversion into other 
substances. It is considered worth while to try lipocaine 
in the treatment of atherosclerosis and also as a prophy- 
lactic measure. The results of further observations will 
be reported in a later communication. 

[No clinical results are reported, nor do the data give 
any indication of the ultimate effect on cholesterol 
metabolism.] L. Firman-Edwards 


917. Human Hyperlipaemia and Hypercholesterolaemia: 


Rapid Correction with a Sulphated Polymannuronide 

P. CONSTANTINIDES, C. JOHNSON, B. M. FAnuRNI, R. 
NAKASHIMA, and H. W. McIntosu. British Medical 
Journal (Brit. med. J.] 1, 535-540, Feb. 20, 1960. 26 refs. 


From the University of British Columbia and Shaugh- 
nessy Hospital, Vancouver, the authors report a study 
of the antilipaemic properties of “‘ paritol”’, a synthetic 
sulphated polymannuronide, as seen in 15 selected male 
patients with hyperlipaemia. To 10 patients receiving a 
controlled standard diet with a lipid intake of 0-76 g. 
per kg. body weight per day, paritol-C, an intravenous 
preparation of the drug, was injected very slowly twice 
daily in a dose of 5 mg. per kg. body weight for 5 days. 
In all 10 cases there was a marked response to treatment, 
the very high serum lipid (1,000 to 2,400 mg. per 100 
ml.), cholesterol, and phospholipid levels falling rapidly 
towards normal levels, and returning partially or com- 
pletely to the former high levels after treatment ceased. 
The serum turbidity was also reduced during treatment. 


To the other 5 patients paritol-M, an intramuscular 
preparation, was given daily in doses of 1:25 to 10 mg. 
per kg. body weight for up to 3 weeks, the patients being 
meantime maintained on a diet containing a total lipid 
intake of 1-2 g. per kg. per day. The antilipaemic effect 
was similar to that observed in the previous group and 
was maintained during treatment. The minimum effec- 
tive dose in terms of cholesterol depression was 2:5 mg. 
per kg. body weight. — 

No serious side-effects were encountered, though some 
of the patients who had the intravenous preparation 
complained of tingling of the scalp and muscle pains. 
The Lee—White clotting time was prolonged in the 
patients receiving the intravenous preparation, but not 
in those given paritol-M. Nine of the patients reported 
a decrease in the symptoms of vascular origin, including 
angina pectoris and intermittent claudication. The 
authors conclude that paritol has a greater antilipaemic 
action than equivalent doses of heparin and that it offers 
great promise in the treatment of hyperlipaemia. 

Charles Rolland 


918. Caloric Expenditure of Normal and Obese Subjects 
during Standard Work Test 

W. P. McKee and R. E. Botincer. Journal of Applied 
Physiology [J. appl. Physiol.| 15, 197-200, March, 1960. 
5 figs., 17 refs. 


This paper from the University of Kansas School of 
Medicine, Kansas City, describes experiments which were 
designed to test the hypothesis that obese individuals 
may differ from the non-obese in their efficiency in carry- 
ing out a standard exercise test. The energy expenditure 
of 25 normal and 19 obese subjects of both sexes and 
aged from 18 to 66 years was therefore determined during 
the basal state and during a standard work test consisting 
in weight raising with the untrained upper arm, the 
apparatus being so arranged that the weight of the arm 
itself was cancelled out. 

It was found that the energy expenditure of obese 
persons of both sexes was greater during both the basal 
period and the work period than that of the non-obese 
subjects. Comparison of the regression curves showed 
that the increased energy expenditure in the obese per- 
sons was entirely due to increase in the basal expenditure 
and that the actual extra energy expended on the work 
was the same as that in the controls. When energy 
expenditure was compared with surface area it was shown 
that males of greater surface area expend less energy for 
amount of work performed, whereas females of greater 
surface area expend more. Males in both groups con- 
sistently showed less energy expenditure during work 
than did females. These findings suggest that obese 
persons do not differ from non-obese persons in work 
efficiency, as performed by an “untrained” muscle 
group. They also suggest that females, both obese and 
non-obese, are less efficient than their male counterparts. 

; A. G. Mullins 
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919. Early Investigations of Haematemesis 

G. N. CHANDLER, A. D. CAMERON, A. H. NUNN, and 
D. F. Street. Gut [Gut] 1, 6-13, March, 1960. 4 figs., 
24 refs. 


In this paper from the Central Middlesex Hospital, 
London, the authors assess the value of the three methods 
of diagnosing the cause of haematemesis during the first 
24 hours, namely, gastric aspiration, gastroscopy, and 
radiological barium-meal examination, used in combina- 
tion. They describe their routine procedure as follows. 


Soon after admission a Ryle’s tube is passed through the | 


nose, secured with strapping, and 5 ml. of gastric con- 
tents aspirated at hourly intervals until 9 a.m. on the 
day after admission; the pH of each specimen is estim- 
ated electronically. The stomach is then emptied 
through the in-dwelling tube and gastroscopy performed 
after premedication and under local anaesthesia. A 
few hours later a barium-meal examination is carried 
out by the bedside, using a portable x-ray apparatus; 
the patient rapidly drinks 4 oz. (114 ml.) of barium 
suspension and radiographs are then taken in four stan- 
dard positions. Generous blood transfusion is given 
when necessary. 

No ill effects have been observed in 102 consecutive 
patients with haematemesis or melaena so investigated 
up to May, 1959. The definitive diagnosis is made 
later at operation, at a second barium-meal examination 
in the radiological department, or all else failing at 
necropsy. Of the 102 patients 18 had chronic gastric 
ulcer, 38 chronic duodenal ulcer, 41 an acute gastro- 
duodenal lesion, while in 2 the bleeding was from 
carcinoma of the stomach and in 3 from oesophageal 
varices. Of the 97 patients with haemorrhage from 
peptic ulceration, 58 were studied by all three procedures, 
25 by two, but in 14 only one investigation was possible. 

Secretory studies on 76 patients gave an accurate 
prediction in 7 (50°) of 14 patients bleeding from chronic 
gastric ulcer (based on nocturnal neutralization), in 21 
(66%) of 32 with chronic duodenal ulcer (based on high 
night acidity), and in 18 (60%) of 30 with acute ulcer 
(based on the degree of achlorhydria). Gastroscopy was 
performed on 70 patients, the lesion being identified in 
12 (75%) of the 18 with chronic gastric ulcer. In 
bleeding duodenal ulcer the examination played an im- 
portant negative diagnostic role im serving mainly to 
exclude a gastric lesion; of 33 patients with acute 
lesions, mucosal abnormalities were seen in 18 (55%), 
13 showing acute ulcers and 5 a diffuse superficial gas- 
tritis. Barium-meal radiological examination in the 
ward in 92 cases revealed chronic gastric ulcer in 9 of 
15 patients (60%), chronic duodenal ulcer in 27 or 37 
patients (73%), and 35 of 40 patients (879%) were correctly 
diagnosed as bleeding from acute lesion on the basis of 
normal radiological findings. 


The authors emphasize that more important than the 
relative merits of each of these individual investigations 
is the degree to which the information derived from them 
can be correlated. By their combined use a correct and 
early diagnosis was obtained in 80°% of patients with 
haemorrhage from peptic ulcer, usually within 24 to 36 
hours of admission to hospital. T. J. Thomson 


920. The Incidence of Chronic Peptic Ulcer Found at 
Necropsy: a Study of 20,000 Examinations Performed in 
Leeds in 1930-49 and in England and Scotland in 1956 
G. WaATKINSON. Gut [Gut] 1, 14-30, March, 1960. 11 
figs., 4 refs. 


The author describes two post-mortem studies on the 
incidence of peptic ulceration. The first was a retro- 
spective analysis of 12,640 necropsy records in the 
pathology department of the University of Leeds for the 
years 1930 to 1949; (these necropsies were all performed 
under the close supervision of the late Professor Matthew 
Stewart, an acknowledged expert in this field). The 
second survey, carried out in 1956, was based on 7,087 
necropsy records collected from 18 large hospitals in 
England and Scotland, and was planned in advance, in 
that particular care was taken to describe all ulcer 
lesions. There was wide variation in the age distribution 
of the population at risk and the author stresses that 
this must be allowed for if any single over-all figure for 
ulcer in two populations is being compared. 

A similar over-all incidence of acute and subacute 
ulcers was found, being between 2:2 and 3-0°% in both 
surveys. Chronic ulcer lesions, however, were almost 
twice as frequent in the Leeds survey as in the national 
survey, the incidences in males being 18-4°% and 10-49% 
respectively and in females 9-5°%% and 4-9% respectively; 
the differences were most obvious in relation to inactive 
lesions, namely males 8-5°% and 3-6% and in females 
62% and 1-5% respectively. The incidence of active 
gastric ulcer (2-4°%% and 2:2°%) and gastric ulcer scars 
(15% and 1-2°%) did not differ significantly in the two 
series. In the combined gastric and duodenal ulcer 
lesions, in which the discovery of minimal inactive duo- 
denal lesions is important, both ulcers and scars were 
approximately eight times more frequent in the Leeds 
series. Thus inactive lesions were found more commonly 
in the Leeds series, this difference being partly attribut- 
able to Stewart’s meticulous methods of examination. 
Comparison of the figures for active ulceration in men 
in the two surveys showed that the total incidence had 
increased to a highly significant degree (6-1 to 9-9°%), 
mainly because of increases in duodenal and combined 
lesions. In women there was no significant change in 
the total incidence or that of duodenal ulcer, although 
combined lesions showed a sixfold increase. The inci- 
dence of active gastric ulcer both in men (2°4% and 2:2%, 
respectively) and in women (1-3°%% and 1-5% respectively) 
agreed closely in the two series. 
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The author emphasizes that comparison between pub- 
lished findings of necropsies performed at different 
times by different pathologists would be valueless and 
that any such survey can competently report only on the 
incidence of ulcer in the circumstances in which each 
survey is carried out. 

[This excellent report contains many further details of 
the Leeds survey of 1930-49 and the original paper 
should be read in full by those who wish guidance on the 
statistical fallacies of necropsy surveys.] 


T. J. Thomson 


921. Observations on Blood Group Distribution in Peptic 
Ulcer and Gastric Cancer 

R. Do i, B. F. SwyNNERTON, and A. C. NEWELL. Gut 
[Gut] 1, 31-35, March, 1960. 16 refs. 


The authors have investigated the distribution of ABO 
blood groups in 2,323 patients with peptic ulceration or 
gastric cancer, most of whom were admitted to the Cen- 
tral Middlesex and St. James’s Hospitals, London, 
during the period 1944—58, and have compared the results 
with those in a control series of 10,000 women attending 
antenatal clinics in north London. 

The proportion of subjects with Group-O blood among 
300 stomal ulcer patients was higher (60-3°%) than 
among 564 duodenal ulcer patients (52-89%) and in the 
control series (45-8°%); in each case the difference is 
statistically significant. They found that the risk of 
developing a stomal ulcer among persons of Group O 
is 1-74 times that among persons with blood of Group A, 
and the relative risk is 1-35 times greater than the 
corresponding risk of developing a duodenal ulcer. 
These figures correspond closely with those published 
from other centres. The data for duodenal ulcer 
patients were then examined to determine whether a 
correlation existed between the severity of the symptoms 
and the extent of the association with blood Group O. 
The greatest proportion of Group-O subjects (60-6°%) 
was found among patients operated on for ulcer at ages 
55 years or older, but there was no obvious association 
with either age at operation or age at onset and the 
differences in the proportions of Group-O subjects were 
not statistically significant. 

The authors also examined the 605 cases of gastric 
ulcer and the 857 cases of gastric carcinoma in the study 
in relation to the distribution of blood Groups O and A. 
The gastric lesions were divided into three types corres- 
ponding to their situations, that is, distal to the angulus, 
in the mid-third of the stomach, or in the upper third. 
The differences in association were not statistically 
significant and did not support published work from 
other authors suggesting an association between blood 
Group A and antral lesions, or of bleod Group O with 
lesions of the body of the stomach. T. J. Thomson 


922. The Closing Mechanism at the Gastroesophageal 
Junction. [Review Article] 

G. VANTRAPPEN, E. C. TExTER Jr., C. J. BARBORKA, and 
J. VANDENBROUCKE. American Journal of Medicine 
[Amer. J. Med.] 28, 564-577, April, 1960. 4 figs., 
bibliography. 
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923. Anemia of Hepatic Disease Studied with Radio- 
chromium 
M. J. CAWEIN III, A. B. HAGEDORN, and C. A. OweEN Jr. 


Gastroenterology [Gastroenterology] 38, 324-331, March, 
1960. 2 figs., 26 refs. 


At the Mayo Clinic erythrocyte survival time was 
studied by means of erythrocytes labelled with radio- 
active chromium (5!Cr) in 4 normal control subjects and 
32 patients with moderate to advanced hepatic disease. 
The half-life of the labelled cells was 27 to 29 days in the 
normal subjects. In only one of 17 cases of portal 
cirrhosis was the survival half-time normal, and in 9 it 
was less than 20 days. Survival time was shortened in 
2 of 5 patients with biliary cirrhosis, in 5 of 6 patients 
with hepatitis, and in all of 4 patients with malignant 
disease of the liver and biliary system. 

The haemoglobin level was subnormal in 75% and 
the erythrocyte count in 85% of the patients. Gastro- 
intestinal blood loss (from 7 to 58 ml. a day) could be 
demonstrated in only 4 of the cases in which the survival 
time was shortened. Thus a haemolytic process seems 
to be a major factor in the reduction of the erythrocyte 
survival time in liver disease. This view receives support 
from the fact that an inverse relationship was observed 
between the serum bilirubin level and the survival time 
in these patients. In addition, however, the bone- 
marrow activity index of Chaplin and Mollison (Clin. 
Sci., 1953, 12, 351), derived from comparison between 
the patient’s haematocrit reading and erythrocyte sur- 
vival time and the normal, was less than 2 in 29 of the 
32 patients, suggesting depression of the erythropoietic 
tissues, though no direct evidence of this was obtained. 

M. Lubran 


924. Chiari’s Disease and the Budd—Chiari Syndrome 
J. B. Gipson. Journal of Pathology and Bacteriology 
[J. Path. Bact.| 79, 381-401, 1960. 11 figs., bibliography. 


Obstruction within the hepatic venous tree has been 
reported by many authors, and the main features of the 
condition and the relevant literature are reviewed. The 
author of this study from Queen’s University, Belfast, 
uses the term “ Chiari’s disease” when the obstruction 
is primarily of the ostia of the hepatic veins, and the term 
** Budd-Chiari syndrome ” when other portions of the 
hepatic veins are involved, and presents the clinical and 
pathological findings in 4 cases of non-ostial occlusion, 
5 of proved ostial occlusion, and 3 cases of probable 
Chiari’s disease, all fatal. In Britain hepatic venous 
obstruction occurs mainly in young adults, in whom the 
principal sign is abdominal swelling due to ascites, which 
may be the first indication of the disease; some patients, 
however, complain of various symptoms before ascites 
becomes apparent. It seems that there is a symptomless 
period during which, although occlusions are already 
present in the hepatic veins, their effects are for a time 
compensated for. 

The aetiology is obscure, although the primary lesion 
appears to be an intravascular thrombus, which later 
becomes organized. In some of the present cases there 
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seemed to be a predisposition to thrombosis, but there 
was no evidence that the condition was related to in- 
flammatory or rheumatic conditions. In only one of the 
12 patients was death primarily due to hepatic failure, 
septic complications contributing to death in 4, pulmon- 
ary infarcts or emboli in 2, cerebral thrombosis in 2, and 
there was one death each from haematemesis, uraemia, 
and heart failure. Unlike patients with other forms of 
liver disease, these patients do not usually appear severely 
ill when ascites develops. The liver damage resembles 
that in cardiac cirrhosis and is slowly progressive, but 
death is rarely due to hepatic failure alone. 

[The original article should be consulted by those 
interested in hepatic conditions since it contains a 
wealth of detail which cannot be included in an abstract.] 

W. H. Horner Andrews 


925. The Double Portacaval Shunt in the Treatment of 
Cirrhotic Ascites 

W. V. McDermott Jr. Surgery, Gynecology and Ob- 
stetrics [Surg. Gynec. Obstet.] 110, 457-469, April, 1960. 
7 figs., 11 refs. 


Recent studies have shown that the main site of 
obstruction to blood flow in the cirrhotic liver is post- 
sinusoidal. Evidence is accumulating that a decrease in 
the pressure on the portal side of the block will ameliorate 
or relieve ascites. This may be achieved by a side-to- 
side portacaval anastomosis or, as the author working 
at the Massachusetts General Hospital, Boston, prefers, 
by implanting both ends of the cut portal vein separately 
into the inferior vena cava. 

In this paper he presents the results in 12 patients with 
**intractable”’ ascites or with ascites associated with 
episodes of bleeding from oesophageal varices. Full 
pre- and postoperative studies were performed. Two 
of these patients were treated by side-to-side anastomosis 
and the remainder by the author’s technique; there were 
2 operative deaths, and one late death due to a cardiac 
cause. The remaining 9 patients have been followed up 
for periods ranging from 2 to 25 months from operation. 
One patient was shown to have developed obstruction 
at the anastomosis and was not relieved of his ascites; 
the other 8, however, were free of ascites. Diuretics and 
salt restriction were not required. 3B. F. Swynnerton 


926. Venoarterial Shunts in Cirrhosis of the Liver 

J. GeorG, K. MELLEMGAARD, N. TyGstrup, and K. 
WInkLer. Lancet [Lancet] 1, 852-854, April 16, 1960. 
1 fig., 23 refs. 


The authors of this paper from Rigshospitalet, Copen- 
hagen, point out that cyanosis and clubbed fingers have 
occasionally been noted in patients with cirrhosis of the 
liver but without disease of the heart or lung, while a 
decrease in arterial oxygen saturation in cirrhosis has 
occasionally been reported by American authors. The 
present study concerns 19 patients in whom cirrhosis was 
diagnosed clinically and by laboratory tests, the diagnosis 


_ being confirmed histologically in 18 of them. Only 3 


suffered from chronic alcoholism. In the 9 subjected to 
cardiac catheterization the findings in the heart were 
normal. For comparison 17 patients without hepatic, 


cardiac, or pulmonary disease were studied, 4 of them 
undergoing cardiac catheterization. In all cases polaro- 
graphic measurements of arterial oxygen tension during 
oxygen breathing were carried out and the carbon dioxide 
tension, oxygen saturation, oxygen capacity, and cardiac 
output determined. From the values obtained the veno- 
arterial shunt was calculated. [For details of the pro- 
cedures the original paper should be consulted.] 

In the normal group the veno-arterial shunt averaged 
2°5% of the cardiac output, with a range of 0 to 5 and 
S.D. of 1-5. On this basis the upper limit of normal is 
calculated to be 6%. In the cirrhotic group the veno- 
arterial shunt averaged 9-5°% and in 12 cases was above 
6%. It is suggested that “ the observed high incidence 
of abnormal venoarterial shunts in cirrhosis indicates 
that this is an essential factor in the arterial unsaturation 
previously noted in this disease ”’. E. Forrai 


927. Gastric Secretion in Human Hepatic Cirrhosis 

J. D. Ostrow, R. J. TimMMERMAN, and §S. J. Gray. 
Gastroenterology [Gastroenterology] 38, 303-313, March, 
1960. Bibliography. 

The authors studied gastric secretion in 20 patients with 
decompensated cirrhosis, 10 patients with decompensated 
cirrhosis and peptic ulcer, 11 cirrhotics with portacaval 
shunt, 9 cirrhotics who were at work and clinically well, 
and 27 suitable controls, the following values being 
determined: (1) 24-hour excretion of uropepsin; (2) the 
blood pepsinogen level; (3) the fasting basal gastric 
secretion; and (4) histamine-stimulated secretion after 
administration of 0-01 mg. of histamine phosphate per 
kg. body weight. 

In both the decompensated and the “ well ”’ cirrhotics 
gastric-acid secretion was significantly lower than in the 
controls; in cirrhotics with portacaval shunt the gastric 
output of free and total acid was significantly higher 
than in those without a shunt. The authors state that 
chronic illness, malnutrition, or vitamin-deficiency states 
may be associated with reduced gastric-acid secretion, 
but in this series it did not seem likely that any one of 
these factors or chronic alcoholism was directly concerned 
in the diminished gastric secretion in cirrhosis. Nor did 
reduced secretion appear to be related to diminished 
adrenal steroid activity, as judged by the results of 
estimation of the plasma level or urinary excretion of 
17-hydroxycorticosteroids. The authors do not state 
whether in these cases gastric secretion definitely rose 
after portacaval shunt, but they suggest that if the blood 
is shunted past the liver there may be a failure to detoxi- 
cate histamine, so that gastric acid stimulation is 
increased. Thomas Hunt 


928. Effect of Calcium Gluconate and Adrenal Steroids 
on Sodium and Water Excretion in Patients with Cirrhosis 
and Ascites 

J. F. DinGMAN and H. F. Yorree. New England Journal 
of Medicine [New Engl. J. Med. 262, 585-590, March 24, 
1960. 5 figs., 15 refs. 

In this paper from Tulane University School of Medi- 
cine and Charity Hospital of Louisiana, New Orleans, a 
study is reported of the effect of calcium gluconate on 
sodium and water excretion in patients with cirrhosis of 
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the liver. An infusion of 5°% dextrose in water to which 
7 g. of calcium gluconate was added was given over a 
period of 6 hours to 8 patients with alcoholic cirrhosis of 
the liver and ascites which was refractory to rigid sodium 
restriction and mercurials and chlorothiazide. In 5 of 
the 8 patients there was marked sodium diuresis. All 
5 patients given repeated infusions of calcium gluconate 
tended to become refractory to the treatment, but the 
natriuretic effect of calcium was often potentiated by 
administration of steroids or mercurials [but only in 2 
patients was there a net loss of weight after treatment]. 
P. C. Reynell 


929. Treatment of *‘ Refractory ’’ Ascites with a New 
Aldosterone Antagonist in Patients with Cirrhosis 

B. F. CLowpus, J. A. Hicoins, J. W. Rosevear, and 
W. H. J. SUMMERSKILL. Proceedings of the Staff Meet- 
ings of the Mayo Clinic [Proc. Mayo Clin.] 35, 97-105, 
March 2, 1960. 2 figs., 42 refs. 


There is good evidence that increased production of 
aldosterone plays a significant role in the retention of 
fluid in some patients with hepatic cirrhosis. In this 
communication from the Mayo Clinic the authors dis- 
cuss the value of the use of the aldosterone antagonist 
“** aldactone ” (SC 9420), alone and in combination with 
other diuretics, in the treatment of patients with hepatic 
cirrhosis and refractory ascites, and report the results in 
8 such patients, including 3 with alcoholic cirrhosis, in 
whom ascites had been present for periods varying from 
2 to 24 months and which in all 8 cases had become 
resistant to treatment with sodium restriction and 
diuretics. A diet containing 20 mEq. of sodium and 
80 to 100 mEq. of potassium per day was administered 
throughout the period of the investigation. 

Aldactone alone (600 to 800 mg. per day) produced 
increased sodium excretion in the urine and a slight loss 
of weight.. The addition of 30 mg. of prednisone per 
day to this regimen quadrupled the urinary sodium loss 
and also doubled the rate of weight loss. Administra- 
tion of a mercurial diuretic or chlorothiazide together 
with aldactone produced a response comparable to that 
with aldactone plus prednisone, but with this combina- 
tion the urinary sodium excretion was even greater. The 
most impressive results were obtained with a combina- 
tion of three drugs, namely, aldactone, prednisone, and 
chlorothiazide (or mercaptomerin). This produced a 
striking loss of weight and a sustained diuresis in all 8 
patients. In 2 patients who were also tested with a diet 
containing a higher sodium content fluid retention was 
still prevented by the administration of aldactone alone 
or in combination with chlorothiazide. There was no 
evidence that aldactone had any harmful side-effects, 
and in particular no patients developed hepatic coma 
despite the fact that 2 of them had shown signs of im- 
pending coma before treatment. 

These results and those reported by other investigators 
show that aldactone is an effective oral aldosterone 
inhibitor, and the authors consider that used in con- 
junction with steroids and other diuretics it will do much 
to reduce the number of cirrhotics in whom ascites has 
until now been refractory to medical treatment. 

A. E. Read 
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930. Resistant Ascites Treated by Combined Diuretic 
Therapy (Spironolactone, Mannitol, and Chlorothiazide) 
S. SHALDON, J. R. MCLAREN, and S. SHERLOCK. Lancet 
[Lancet] 1, 609-613, March 19, 1960. 3 figs., 19 refs. 


The authors describe from the Royal Free Hospital, 
London, the treatment of 9 patients, 8 with portal cirrho- 
sis and one with biliary cirrhosis, all of whom had tense 
ascites which had persisted for 8 to 16 months in spite 
of treatment with diuretics together with restricted 
sodium intake. Combined diuretic therapy was tried on 
theoretical grounds, it being postulated that much of the 
sodium filtered in the renal glomerulus would be absorbed 
in the proximal tubule in these patients with resistant 
ascites, and thus if spironolactone were given alone 
there would be insufficient sodium reaching the distal 
tubule for this drug to act. Chlorothiazide, which 
prevents sodium absorption in the proximal tubule, was 
therefore added and mannitol was also given as an 
osmotic diuretic to increase the filtered load of sodium in 
the tubules. In addition spironolactone also decreases 
potassium excretion, an important feature when chloro- 
thiazide is being given. During the course of the investi- 
gation the patients received daily 22 mEq. of sodium, 
80 mEq. of potassium, and 80 g. of protein, except that 
2 of the patients who had been in hepatic coma 
received less protein (40 g. daily). All changes in weight, 
urinary volume, and urinary sodium, potassium, and 
chloride excretion were recorded daily, the serum sodium, 
potassium, chloride, bicarbonate, and arterial ammonium 
levels determined three times a week, and liver function 
and blood urea level estimated weekly. The drugs were 
given in the following dosages: spironolactone 200 mg. 
twice daily, chlorothiazide 0-6 g. 6-hourly, and mannitol, 
200 g. as a 10% solution, intravenously over a 6-hour 
period. 

The effects of six different treatment regimens were 
compared: (1) chlorothiazide alone for 3 days; (2) spiro- 
nolactone alone for 3 days; (3) mannitol infusion; (4) 
spironolactone with mannitol on the second day; (5) 
spironolactone and chlorothiazide for 3 days; and (6) 
spironolactone for 3 days with mannitol on the 2nd day 
and chlorothiazide on the 2nd and 3rd days. All 
patients had reverted to their pre-treatment state before 
another form of treatment was instituted. Details of 
the responses to all six regimens are tabulated. Regi- 
men 6 proved to be by far the most successful, since it 
promoted a good diuresis with weight loss but without 
hyponatraemia or hypokalaemia; there was also a 
striking improvement in the patients’ clinical condition. 
On all seven occasions on which Regimen 6 was used 
it abolished the ascites, and 5 of the patients have 
remained free from ascites for periods varying from 8 to 
23 weeks. W. H. Horner Andrews 


931. Hepatic Coma Precipitated by Chlorothiazide in 
Hepatic Cirrhosis with Ascites 

S. S. Misra and S. P. S. Teotta. Lancet [Lancet] 1, 
464-467, Feb. 27, 1960. 2 figs., 1 ref. 


Chlorothiazide was given by mouth in doses of 1 g. 
twice a day to 12 patients (8 males and 4 females) with 
cirrhosis complicated by ascites and peripheral oedema; 
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3 of the patients were children. In only one instance 
was there a history of hepatic precoma and in none of 
coma. Sodium chloride intake was limited [? to what 
value], but fluids were not restricted. The concentra- 
tions of potassium, sodium, and chloride in the serum 
and urine were determined. 

In 6 cases the diuretic response was considered excel- 
lent (average weight loss 3-6 kg.), in 2 moderate (average 
weight loss 3-4 kg.), and in 2 poor (no weight loss). 
In all subjects there was an increase in the volume of 
urine and in the amounts of sodium, potassium, and 
chloride excreted. There was a decrease in serum potas- 
sium concentration. Hepatic precoma or coma was 
noted in 4 patients in whom a good diuretic response 
was seen: hypokalaemia was present in each case. 
Administration of potassium chloride produced a good 
clinical response and, in combination with other, now 
generally recognized, measures such as withdrawal of 
protein from the diet, and administration of tetracycline 
by mouth, led to recovery from coma or precoma. 
The chlorothiazide was discontinued immediately pre- 
coma became evident. The authors consider that 
chlorothiazide is not suitable for out-patient administra- 
tion to patients with ascites. 

W. H. Horner Andrews 


_INTESTINES 


932. A Study of Pseudomembranous Enterocolitis 
C. Pearce and P. DINEEN. American Journal of Surgery 
[Amer. J. Surg.] 99, 292-300, March, 1960. 12 refs. 


The authors report from the New York Hospital— 
Cornell Medical Center a retrospective study of all (12) 
cases of pseudomembranous enterocolitis seen at the 
surgical clinic between 1953 and 1958. The initial symp- 
toms varied, but later all the patients suffered from 
diarrhoea, fever, tachycardia, hypotension, and oliguria; 
in stool cultures haemolytic staphylococci predominated 
and the diagnosis was confirmed in 9 cases by the finding 
at necropsy of a fibrinous pseudomembrane with leuco- 
cyte infiltration and necrotic mucosal debris involving 
part or all of the gastro-intestinal tract. Of the 12 
patients, whose ages ranged from 51 to 81 (mean 67-8) 
years, 10 were men. In all cases the condition followed 
surgical intervention, not necessarily on the gastro- 
intestinal tract, appearing 2 to 12 days after operation; in 
some cases the presenting sign was vomiting or abdominal 
distension, while massive bleeding from acute ulceration 
of the oesophagus occurred in 2 cases. All the patients 
had received antibiotics before the onset of the illness in 
the form of either parenteral penicillin and dihydro- 
streptomycin or broad-range antibiotics, only 3 receiving 
antibiotics by mouth. In 7 out of 8 cases Gram-positive 
cocci were seen in the stool and in 6 out of 7 haemolytic 
Staphylococcus aureus was cultured. Nine of the 12 
patients died, usually within 5 days of the onset of the 
illness (mean 4-7 days). Treatment consisted in at once 
changing the antibiotic administered to another to which 
the staphylococci were likely to be sensitive. Large 
infusions of plasma, saline, and potassium-containing 
fluids were also given. The improvement seen in the 3 
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patients who survived occurred rapidly, within 24 to 48 
hours, and it is noted that all 3 were treated within 6 
hours of the first manifestation of the disease. 

Although the picture of pseudomembranous entero- 
colitis has been produced in dogs by the combination of 
operation and transfusion of incompatible blood the 
authors attribute the present cases to the overgrowth of 
haemolytic staphylococci which was favoured by the use 
of broad-spectrum antibiotics. They speculate that the 
staphylococcal enterotoxin may play some part. They 
conclude that in these cases early diagnosis and prompt 
and energetic treatment is essential to save life. 

G. L. Asherson 


933. Local Treatment of Ulcerative Colitis with Pred- 
nisolone-21-phosphate Enemata 

S. G. F. Matts. Lancet [Lancet] 1, 517-519, March 5, 
1960. 3 figs., 4 refs. 


The author reports from Southmead Hospital, Bristol, 
a double-blind trial undertaken to assess the value of 
retention enemata containing prednisolone-21-phosphate 
in the local treatment of ulcerative colitis, this substance | 
being preferred to hydrocortisone sodium succinate be- 
cause of the greater stability of its aqueous solution. 


_ Self-administration of a retention enema was regarded as 


more convenient than the continuous administration of 
fluid by a catheter drip. In fact, nearly all the patients 
could retain the enema overnight and radiological studies 
showed that the fluid passed beyond the splenic flexure 
of the colon. In the trial one of each pair of comparable 
patients randomly received nightly treatment with a 
100-ml. retention enema containing 20 mg. of predni- 
solone in the form of the 21-phosphate dissolved in 
saline, the other receiving an inert enema. The method 
of sequential analysis was employed and thus 6 pairs of 
patients sufficed to show the superiority of the predni- 
solone enemata. Grading of the results (in four groups) 
was based on the number of stools, the amount of blood 
and mucus present, the results of sigmoidoscopy and 
biopsy, the erythrocyte sedimentation rate, and the 
haemoglobin value. 

After one month the treated patients showed a striking 
and significant reduction in the number of stools and 
amount of blood in them and a definite improvement in 
the biopsy and sigmoidoscopic findings, compared with 
the controls; the erythrocyte sedimentation rate and 
haemoglobin weré virtually unaffected. Thus of the 6 
patients receiving prednisolone enemata 5 were greatly 
improved and one slightly improved, whereas of the 6 
control patients only 2 were slightly improved, one un- 
changed, and 3 were worse. Later all patients were 
given prednisolone enemata and considerable improve- 
ment occurred. in those who had previously served as 
controls. During a follow-up period of 2 months none 
of the patients treated with prednisolone relapsed. 
Since then, 20 other patients have been treated with 
prednisolone enemata and 19 have shown great improve- 
ment. The author concludes that prednisolone-21-phos- 
phate enemata are of definite value in the local treatment 
of ulcerative colitis, particularly when the distal colon is 
mainly involved, and considers that they should be used 
early in the course of clinical activity. G.L. Asherson 


934. The Marfan Syndrome 

R. J. G. Sinciar, A. H. Kitcuin, and R. W. D. TURNER. 
Quarterly Journal of Medicine (Quart. J. Med.] 29, 19-46, 
Jan. [received May], 1960. 23 figs., bibliography. 


The syndrome consisting of ectopia lentis, arachno- 
dactyly (though these two “ classic ” signs are not always 
present), some skeletal deformity, and various types of 
cardiovascular anomaly, both congenital and acquired, 
was first described by the French paediatrician Marfan 
in 1896. The present authors, writing from the Univer- 
sity of Edinburgh, consider that the disease though not 
common is frequently not recognized and describe an 
investigation of 18 families of which at least one member 
showed unequivocal signs of the syndrome and in which 
they found 40 members with “‘ a remarkable number of 
skeletal abnormalities”. A high ratio between meta- 
carpal length and diameter, and a limb length greater 
than that of the trunk are two of the skeletal signs often 
present. The index patients, most of whom were first 
seen at the cardiac clinic of the Western General Hospital, 
Edinburgh, showed various cardiovascular lesions, in- 
cluding aortic dilatation, dissecting aneurysm, aneurysm 
of the pulmonary artery, septal defects, valvular disease, 
conduction disorders, and dextrocadia. The common 
factor in these lesions appeared to be gross distortion and 
necrosis of the media of the larger arteries leading to 
dilatation and rupture. 

The literature is reviewed and the various signs and 
genetic basis of the syndrome are discussed. 

J. Robertson Sinton 


935. Coincidence of Patent Ductus Arteriosus and 
Rheumatic Heart Disease, with a Comment on the ‘‘ Post- 
commissurotomy Syndrome ”’ 

J. A. Boone and R. M. RoseMonD. American Journal 
of Medicine [Amer. J. Med.] 28, 247-251, Feb., 1960. 
5 refs. 


The frequent occurrence of rheumatic heart disease 
in patients with an interatrial septal defect is well known, 
but the association of such disease with other cardiac 
anomalies has been less often mentioned. In this paper 
from the Medical College of South Carolina, Charleston, 
the authors report that among 36 patients operated on 
for patent ductus arteriosus and followed up for 2 to 7 
years were 6 in whom cardiac murmurs were absent 
immediately following ligation of the ductus but became 
audible one to 8 days postoperatively and thereafter 
persisted or in some cases progressed. After further 
study 4 of these 6 patients were thought to have definite 
and 2 to have probable but less certain rheumatic heart 
disease. Detailed case reports are presented. 

The authors were impressed with this apparently fre- 
quent coincidence in their series and review some of the 
literature on the co-existence of rheumatic heart disease 
with various congenital heart lesions. They suggest that 
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there may be an increased susceptibility to rheumatic 
carditis in all patients with congenital heart defects, and 
that this provides further evidence that the “ post- 
cardiotomy syndrome ”’, occurring as it does sometimes 
after operations for congenital cardiac defect as well as 
after valvotomy for rheumatic valvular disease, may in- 
deed as has been suggested be due to reactivation of the 
rheumatic fever. They therefore propose, as a practical 
implication of their study, that prophylaxis with anti- 
biotics as a routine might be as desirable in congenital 
cardiac conditions as in rheumatic heart disease and 
that postoperative follow-up should be prolonged. 

[To further this interesting speculation the authors will 
need to provide much fuller data in a larger series of 
patients. This relatively small study is unconvincing.] 

Celia Oakley 


936. Thumping of the Precordium in Ventricular Stand- 
still 

D. Scuerr and C. BORNEMANN. American Journal of 
Cardiology [Amer. J. Cardiol.) 5, 30-40, Jan., 1960. 
9 figs., 10 refs. 


Thumping the chest wall with the fist or tapping the 
exposed surface of the heart may restore automatic 
rhythm after ventricular standstill, which itself may cause 
Stokes—Adams attacks and which is the fatal mechanism 
in about 40% of cases of sudden death from myocardial 
infarction. In this paper from New York Medical 
College 11 cases are reported in which electrocardiograms 
(ECGs) were obtained during ventricular standstill and in 
which blows to the praecordium were demonstrated to 
elicit automatic ectopic beats. 

In one of 5 cases of myocardial infarction life was 
maintained for one hour until automatism was re-estab- 
lished, but on the following day the method was only 
temporarily effective. In the other 4 cases thumping 
elicited various forms of ventricular automatism, but no 
sustained activity. In 2 patients with A-—V block life 
was preserved by blows which re-established ventricular 
automatism; in one of these apnoea and deathly pallor 
had obtained for several minutes. In 4 patients with 
severe and multiple pathological conditions thumping 
stimulated a variety of ventricular activities, but no 
sustained action. 

Differences in response may depend on the degree of 
the biochemical and biophysical changes induced by 
hypoxia and on the effect of drugs. Thumping causes 
the spread of an excitation wave over the ventricles 
which initiates automatism, whether transient or per- 
sistent, in an ectopic centre. One risk of thumping the 
chest wall is the initiation of ventricular fibrillation; but 
thumping may provoke coordinated heart action when 
the ECG shows ventricular fibrillation. In this series of 
cases the response to mechanical stimulation during 
standstill varied with the degree of deterioration within 
the cardiac muscle; at first, as in the normal mammalian 
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heart, a single ectopic beat appeared with each blow; with 
progressive hypoxia a chain of ectopic beats would appear 
with widening of the ventricular complexes and eventual 
ventricular flutter or fibrillation; subsequently the re- 
sponse diminished. It is recommended that thumping 
be applied as early as possible while other methods of 
resuscitation are being prepared. 

In experimental observations on dogs a prolonged 
ectopic tachycardia followed mechanical stimulation 
under the influence of various substances, but particu- 
larly in the presence of calcium deprivation. This effect 
may depend on oscillatory after-potentials following a 
single depolarization. R. S. Stevens 


937. Social Aspects of Cardiovascular Rehabilitation 
M. C. Becker, W. VAsey, and J. G. KAUFMAN. Circu- 
lation [Circulation] 21, 546-557, April, 1960. 31 refs. 


938. Adams-—Stokes Syndrome Associated with Chronic 
Heart Block: Treatment with Corticosteroids 

C. K. FRIEDBERG, M. KAHN, J. SCHEUER, S. BLEIFER, and 
S. Dackx. Journal of the American Medical Association 
[J. Amer. med. Ass.] 172, 1146-1152, March 12, 1960. 
2 figs., 14 refs. 


The authors report from the Mount Sinai Hospital, 
New York, that 6 patients with heart block responded 
quite dramatically to treatment with prednisone, normal 
atrio-ventricular conduction being restored in 5 of them 
within 8 to 48 hours. A period of partial block usually 
preceded conversion to normal rhythm. Clinical benefit, 
with cessation of Stokes—Adams seizures, accompanied 
and sometimes preceded electrocardiographic improve- 
ment, although the response in each patient was not 
identical. On ceasing therapy, however, 2 patients 
relapsed and only in one of these was repetition of the 
treatment again successful in restoring normal rhythm. 
In a third patient, normal conduction could be maintained 
by a dosage of 60 mg. of prednisone daily, but not by a 
lower dosage. In a fourth the drug failed to abolish 
complete heart block, yet a maintenance dose of 15 
mg. daily prevented recurrence of the Stokes—Adams 
attacks. 

It is suggested that prednisone arouses and stabilizes 
the idioventricular pacemaker as well as improving 
atrioventricular conduction. Sympathomimetic drugs 
may be used concurrently with steroid therapy. 

T. Semple 


939. Phagocytic Reticuloendothelial Cells in Subacute 
Bacterial Endocarditis with Negative Cultures 

R. W. Hit and E. D. Bayrp. Annals of Internal 
Medicine [Ann. intern. Med.| 52, 310-319, Feb., 1960. 
1 fig., 18 refs. 


A study at the Mayo Clinic of the appearances of 
actively phagocytic reticulo-endothelial cells in blood 
films obtained in 273 cases of presumed subacute bac- 
terial endocarditis indicated that, though these cells are 
not common in cases in which the blood culture is posi- 
tive, their presence may assist in the diagnosis of cases 
of valvular diseases of the heart showing the signs and 
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symptoms of bacterial endocarditis but in which the 
blood culture is negative. In one-third of the authors’ 
cases reticulo-endothelial cells were present in the 
peripheral blood and in a majority of the cases more than 
9°% of the leucocytes were of this type. The authors 
point out that a proportion as high as this is very un- 
common in any other type of disease. 
J. Robertson Sinton 


940. Senile Cardiac Amyloidosis 

L. BuERGER and H. BRAUNSTEIN. American Journal of 
Medicine [Amer. J. Med.| 28, 357-367, March, 1960. 
8 figs., bibliography. 


Since senile cardiac amyloidosis was found in a 
** remarkable number of cases” coming to necropsy at 
Cincinnati General Hospital, Ohio, between 1953 and 
1957, the authors studied the incidence of the disease in 
necropsy records and material for two 4-year periods, 
1941 to 1944 and 1953 to 1956. The disease is a distinct 
variety of amyloidosis which occurs in both sexes and 
is largely restricted to the cardiovascular system. All 
the patients were 55 years of age or older. At least two 
heart sections from each case were examined and stained 
with acidified crystal violet. Of 2,311 cases in which 
necropsy was performed over the two 4-year periods, 
senile cardiac amyloidosis was detected in 42; in 25 of 
these the disease had not been recognized during life. 
Breakdown of the cases by decades revealed that the 
incidence increased with age. There was an apparent 
increase in incidence in the later 4-year period but this 
was not statistically significant. Microscopically, the 
deposits were interstitial and not confined to peri- 
vascular regions; in advanced cases they caused com- 
pression and atrophy of myocardial fibres. Deposits 
varied greatly in amount, and from part to part in any 
given heart muscle. There was little evidence that 
amyloidosis caused cardiomegaly. The authors con- 
sider that the deposits were laid down over a period of 
less than 10 years, and that the severity of involvement 
did not depend on age, although the incidence did. 
Other tissues and organs most commonly affected were 
the pulmonary capillaries and the vessels of the pancreas, 
ovary, and uterus. The usual causes of secondary 
amyloidosis were seldom seen, and there was no evidence 
of a correlation with other organic disease. Retro- 
spectively, there were no significant clinical or biochemical 
manifestations to point to amyloidosis. Only 2 out of 
27 electrocardiograms showed characteristic low vol- 
tages; however, out of the 12 cases with most marked 
deposits 8 were known to have been in heart failure. The 
findings provided no evidence that malnutrition was 
responsible for the amyloidosis and did not lend sup- 
port to any of the usual hypotheses concerning the 
formation of amyloid. 

It is suggested that a diagnosis of senile amyloidosis 
should be considered when otherwise unexplained heart 
failure occurs in the elderly. Although there is cardiac 
involvement in other forms of amyloidosis, in the present 
form of the disease the deposits are interstitial and 
largely confined to the heart and blood vessels, the 
spleen, kidney, and liver seldom being affected. 


J. N. Agate 
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ELECTROCARDIOGRAPHY 


941. Abnormal Electrocardiograms in Apparently Heal- 
thy People. I. Long Term Follow-up Study 

F. A. L. MATHEWSON and G. S. VARNAM. Circulation 
[Circulation] 21, 196-203, Feb., 1960. 9 refs. 


The authors report from the University of Manitoba, 
Winnipeg, a long-term study of 3,983 apparently healthy 
airmen of the Royal Canadian Air Force and civilian air 
pilots whose mean age at the beginning of the study was 
27 years and who underwent periodic medical examina- 
tions with recording of the electrocardiogram (ECG) over 
a mean period of 10-6 years. During this time there 
were 83 deaths, of which 7 were due to myocardial 
disease, while 32 subjects developed clinical myocardial 
disease and these are discussed separately [see Abstract 
942]. In 151 individuals the ECG was abnormal at 
the original examination and of these 3-3°%% have devel- 
oped myocardial disease, compared with 0-7°% of those 
in whom the ECG was originally normal. Myocardial 
disease developed in only one individual with an originally 
abnormal ECG under the age of 30. Partial heart 
block, the Wolff—Parkinson—White configuration, and 
right bundle-branch block have not so far proved fore- 
runners of myocardial disease. The various ECG ab- 
normalities, some of which were due to artifact, are 
described and discussed. 

[Perhaps the most important part of this report is that 
drawing attention to the fact that “all too frequently 
the electrocardiograms submitted over a period of 
months, even years, from the same sources showed 
clearly that the electrocardiograph required servicing. 
This fact continued to escape the notice of the physician 
responsible for the quality of the records”. The authors 
comment that more attention “to these details would 
reduce the number of instances in which doubt is cast 
upon the soundness of the heart of an apparently healthy 
person ”’.] William A. R. Thomson 


942. Abnormal Electrocardiograms in Apparently Heal- 
thy People. II. The Electrocardiogram in the Diagnosis 
of Subclinical Myocardial Disease 

F. A. L. MATHEWSON and G. S. VARNAM. Circulation 
[Circulation] 21, 204-213, Feb., 1960. 11 figs., 6 refs. 


The authors present a detailed study of the electro- 
cardiographic (ECG) findings in the 32 subjects who 
developed clinical myocardial disease during the study 
reported above [see Abstract 941]. In 17 of these 
men the routine ECG was of no diagnostic value in pre- 
dicting the presence of coronary heart disease. The 
remaining 15, in whom the ECG was of diagnostic value, 
could be divided into three groups. In the first group, 
consisting of 3 individuals, the ECG recording was grossly 
abnormal on entry, showing changes—which remained 
constant in all subsequent records—which correctly 
identified the presence of subclinical myocardial disease 
although the subjects were in apparently good health. 
The second group consisted of 5 individuals in whose 
ECG records pathological Q waves were found indicating 
transmural infarction; in none of these cases had the 
condition been recognized clinically. In the third group 


(7 men) the ECG revealed primary changes in the T wave 
occurring in asymptomatic subjects who later developed 
clinically recognizable coronary heart disease. 
Attention is drawn, however, to the fact that primary 
T-wave changes also result from a variety of other 
causes. For instance, in this particular study the ECGs 
of 114 subjects on at least one occasion showed such 
changes, and of these only 7 have so far developed 
clinically recognizable coronary arterial disease. In the 
present state of knowledge, therefore, the practical value 
of this finding is limited. William A. R. Thomson 


CONGENITAL HEART DISEASE 


943. Mitral Atresia with Normal Aortic Valve 

D. G. Watson, R. D. Rowe, P. E. Conen, and J. W. A. 
DuckwortH. Pediatrics [Pediatrics] 25, 450-467, 
March, 1960. 5 figs., 47 refs. 


In this paper from the Hospital for Sick Children, 
Toronto, the authors review 41 reported cases of mitral 
atresia with a normal aortic valve and describe a further 
11 seen by them personally in children aged from one 
day to 5 years 10 months. In these cases the essential 
pathological finding is an absence of the mitral orifice, 
the usual pathway for the blood returning from the lungs 
being via a small left atrium through an atrial septal 
defect into a greatly enlarged right atrium. From the 
right atrium the blood passes into the right ventricle and 
then either into the pulmonary artery or into the aorta. 
These patients have a functional single ventricle, the left 
ventricle being rudimentary. Associated anomalies, in- 
cluding especially pulmonary stenosis, transposition of 
the vessels, preductal coarctation of the aorta, and patent 
ductus arteriosus, are frequently present. 

Clinically the authors’ patients were usually cyanosed, 
although in some this did not appear until over the age 
of 6 months. Cardiac failure was common but no con- 
stant murmurs were found, nor was electrocardiography, 
radiography, angiocardiography, or cardiac catheteriza- 
tion of great diagnostic value. The authors mention a 
formidable list of lesions to be considered in differential 
diagnosis, these including most of the usual causes of 
cyanotic congenital heart disease. Life expectancy is 
short and no surgical treatment is available. : 

[This is an exhaustive paper about a therapeutically 
unsatisfactory congenital heart lesion.] 

John Rendle-Short 


944. Phonocardiography in Ventricular Septal Defect. 
Correlation between Hemodynamics and Phonocardio- 
graphic Findings 
A. BENCHIMOL and E. G. DimonD. American Journal 
of Medicine [Amer. J. Med.) 28, 347-356, March, 1960. 
13 figs., 34 refs. 


The role of phonocardiography in estimating the 
degree of pulmonary hypertension associated with iso- 


lated ventricular septal defects was evaluated at the 


University of Kansas Medical School, Kansas City, by 
correlating the phonocardiographic and haemodynamic 
findings in 40 patients with such defects. In 14 patients 
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(Group I) with normal or slightly elevated pulmonary 
arterial pressure, pulmonary vascular resistance of 200 
to 500 dynes per second per cm.~5, and left-to-right 
shunt there was a loud pansystolic murmur with mid- 
systolic accentuation at the left sternal border. A 
third heart sound was present in 8 cases and a fourth 
sound in 2. The second sound was split at the pul- 
monary area, the interval varying from 0-03 to 0-06 
second with slight change during the respiratory cycle. 
Five patients had a mitral diastolic flow murmur. Seven 
patients (Group II) had moderate pulmonary hyper- 
tension with a pulmonary vascular resistance of 300 to 
900 dynes per second per cm.~5, left-to-right shunt, and 
a less intense systolic murmur. There was a systolic 
ejection click in one case, a third sound in 2, and a 
fourth sound in one. The second sound was split, the 
interval varying from 0-03 to 0-04 second without change 
during respiration. Four patients had a mitral diastolic 
murmur. Nineteen patients (Group III) had severe 
pulmonary hypertension (more than 60 mm. Hg mean 
pressure), pulmonary vascular resistance of 800 to 3,600 
dynes per second per cm.~5, and a shunt which was bi- 
directional in 12 cases and left-to-right in 7. The 
systolic murmur showed early or midsystolic accentuation 
and usually ended 0-04 to 0-01 second before the aortic 
second sound. Five patients had a systolic ejection 
click, 2 had a third sound, and none had a fourth sound. 
The interval in the splitting of the second sound was 
0-03 second in one case, 0-02 second in 16, and even less 
in the other 2. An apical diastolic murmur was present 
in 12 cases and a pulmonary diastolic murmur in 10. 
No patients with dominant right-to-left shunts had an 
apical diastolic murmur. The patients with severe 
pulmonary hypertension usually showed giant “a” 
waves in the jugular venous tracing. K. G. Lowe 


VALVULAR DISEASE 
945. Aortic Valvuloplasty under Direct Vision 


J. G. SCANNELL, R. S. SHAw, J. F. BuRKE, W. G. AUSTEN, | 


A. H. and R. R. New England 


Journal of Medicine |New. Engl. J. Med.| 262, 492-497, 
March 10, 1960. 11 figs. 


The authors describe a method by which valvular 
function may be studied quantitatively in necropsy 
specimens of the heart and movements of the valve 
studied and photographed while the heart is perfused 
with a pulsatile flow. [They reproduce some excellent 
photographs, following the lines of MacMillan, to illus- 
trate distortion of the aortic valves in particular.] They 
relate the results of such studies to their clinical experi- 
ence in the treatment of aortic stenosis. 

At the Massachusetts General Hospital, Boston, 22 
patients with this lesion were treated by operation under 
direct vision by means of extracorporeal circulation and 
elective arrest. There were 10 deaths in this series, but 
good results in the survivors. Aortic regurgitation was 
present in 6 of the patients and repair was effected in 2 
cases by use of a “dacron” prothesis. The average 
pressure gradient across the valve before operation was 
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in the region of 97 mm. Hg and was much reduced 
by operation. The observation was made [as has been 
made by other authorities] that aortic stenosis associated 
with mitral stenosis has a much more favourable prog- 
nosis than aortic stenosis alone, presumably because the 
mitral lesion to some extent protects the left ventricle 
from the effects of the aortic one. 7. Holmes Sellors 


946. Calcific Mitral Stenosis and Mitral Valvotomy 
G. MICHELL. British Medical Journal (Brit. med. J.] 1, 
687-691, March 5, 1960. 1 fig., 30 refs. 


In a group of 101 patients undergoing mitral valvotomy 
at the Hammersmith Hospital (Postgraduate Medical 
School of London) between 1954 and 1958 32 cases of 
valvular calcification were encountered, the deposits 
being moderate or heavy in 15 instances. The efficacy 
of the operation in the presence of this calcification is 
discussed. Preoperatively, significant calcium on the 
leaflets may be suspected when: (1) the loud first sound 
becomes normal or muffled; (2) the opening snap dis- 
appears; and (3) a systolic murmur is present. 

Fatal embolism occurred at operation in 2 of the 
patients with calcified valves. Otherwise the results of 
surgery in these cases were just as good as in those in 
which calcification was absent. However, when pre- 
operative incompetence is present the results can be 
unsatisfactory in both types of case. In the author’s 
opinion the use of transventricular dilator valvotomy 
is preferable to other methods of instrumentation. 

C. A. Jackson 


947. Mitral Valvotomy and Restenosis 
D. E. L. WILCKEN. British Medical Journal (Brit. med. 
J.] 1, 681-687, March 5, 1960. 3 figs., 21 refs. 


The author discusses the incidence of mitral re-stenosis 
after mitral valvotomy and presents the results in 93 
patients who were subjected to mitral valvotomy at 
Hammersmith Hospital (Postgraduate Medical School of 
London). Of these patients, 10 died, and in a further 
13 the primary operation was considered inadequate 
from the onset. Of the remaining 70 cases of apparently 
successful operation, severe symptoms of mitral stenosis 
recurred in 15 within one to 5 years. In 7—representing 
an incidence of re-stenosis of 10°,—of the 15 patients 
the original valvotomy had been considered adequate 
[but in none had separation of both cusps been achieved] 
and all 15 had obtained postoperative symptomatic and 
clinical relief.- But, as stated, a critical mitral stenosis 
recurred in all, being demonstrated by radiology, electro- 
cardiographic studies, cardiac catheterization (11 cases), 
and at a second operation (12 cases), when the valve 
orifice was found to average only 1-1 cm. in diameter. 
For this second valvotomy a transventricular dilator was 
used in 10 cases with considerable increase in the valve 
orifice—in none less than 3 cm., both commissures being 
split in 8 cases. 

The author considers that these cases represent a true 
re-stenosis of the valve which is not necessarily due to 
renewed rheumatic activity, but rather is the result of 
progressive organization of fibrin and platelet deposits 
on the opposing surfaces of the valve leaflets. (A 
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necropsy specimen from an additional case is described 
and illustrated to demonstrate this point.) 

From this review it would appear that when operation 
achieves only single commissurotomy an incidence of 
re-stenosis of 11°% can be expected. The author cautions 
against early operation in view of the possibility of 
re-stenosis. 

[The essential defect of a review on this subject by a 
physician is that he is dependent upon the surgeon’s 
assessment of the primary valvotomy. An interesting 
comparison with this paper may be made with that of 
Belcher (Lancet, 1960, 1, 181; Abstr. Wild Med., 1960, 
29, 127). A wiser conclusion in regard to mitral stenosis 
is to advise operation before the onset of complications 
and grave symptoms, and at operation to ensure an 
adequate valvotomy with separation of both cusps. In 
a proportion of cases in which this proves impossible 
the symptoms of re-stenosis should be anticipated.] 

C. A. Jackson 


MYOCARDIAL INFARCTION AND 
CORONARY DISEASE 


948. Disturbances of Rate, Rhythm and Conduction in 
Acute Myocardial Infarction 
E. S. IMPERIAL, R. CARBALLO, and H. A. ZIMMERMAN. 
American Journal of Cardiology {[Amer. J. Cardiol.] 5, 
24-29, Jan., 1960. 14 refs. 


The records of all cases of myocardial infarction ad- 
mitted to St. Vincent Charity Hospital, Cleveland, Ohio, 
during a 2-year period were reviewed, those in which the 
diagnosis was doubtful or in which disturbances of rate, 
rhythm, or conduction had been present before the 
infarction being eliminated. The remaining 153 cases 
were analysed in respect of the presence of cardiographic 
evidence of disturbed rate, rhythm, and/or conduction 
within 72 hours of the onset of infarction. 

Anterior myocardial infarction was found in 81 patients 
(53% of the series), of whom 29 (35-7%) died; the 
mortality among patients with disturbances of rhythm 
was 46°6°% and in those with no such disturbance 4-8%. 
Posterior (“‘ diaphragmatic ”’) infarction occurred in 60 
patients (39-2°%% of the series), of whom 18 (30°%) died, 
the mortality rates in the two categories being 38-6% 
and 6-3°% respectively. Combined anterodiaphragmatic 
infarction occurred in 12 patients (7-8°% of the series); 
disturbances of rhythm occurred in 8 patients, of whom 
6 died; none of the remaining 4 died. 

Some form of disturbance of rate, rhythm, and/or 
conduction was observed in 112 patients (73-2% of the 
series). It is suggested that such disturbances are due 
to the infarcted area acting as a focus of irritability, to 
involvement of or interference with blood supply to the 
conducting mechanism, or to failure of the myocardium 
consequent on the injury. The mortality among these 
patients was 45-5°% compared with 34-6% in the whole 
series. Sinus tachycardia was present in 27-5% of the 
series, with a mortality of over 50% in the anterior and 
combined types of infarction and 88-8% in patients with 
pure diaphragmatic infarction. Sinus bradycardia, the 
commonest disturbance in cases of diaphragmatic infarc- 


tion, occurred in 14-9°% of the series; the associated 
mortality was only 17-49%. Ventricular premature beats, 
found in 12-4°% of the series, were equally distributed in 
relation to the site of the infarct and were associated 
with 7 deaths, a mortality of 368%. However, in 4 
of the 7 fatal cases sinus tachycardia was also present, 
and the authors do not consider extrasystoles to be of 
grave prognosis unless they are frequent or multifocal. 
Atrial fibrillation occurred in 15 cases, with a mortality 
of 73-8°%. Of 2 patients with supraventricular tachy- 
cardia, one died, and of 2 with nodal rhythm, both sur- 
vived. Atrial flutter and ventricular fibrillation occurred 
in one case each, both of which were fatal. Twelve 
patients (7-8°%) had right bundle-branch block, 10 having 
anteroseptal infarcts, and 6 died. Ten patients had 
atrio-ventricular block, which was incomplete in 5 (1 
death) and complete in 5 (4 deaths); in 6 cases this was 
associated with anterior infarction and in 4 (only one 
of which was complete) with diaphragmatic infarction, 
Of the 41 patients with pure sinus rhythm, only 2 died, 
the mortality in this group (4-9°%) thus being only one- 
eighth of the over-all mortality. R. S. Stevens 


949. Incidence of Myocardial Infarction Correlated 
with Venous and Pulmonary Thrombosis and Embolism . 
W. A. THomas, J. N. P. Davies, R. M. O’NEAL, and A. A. 
DIMAKULANGAN. American Journal of Cardiology [Amer. 
J. Cardiol.| 5, 41-47, Jan., 1960. 3 figs., 12 refs. 


Differences in the incidence of coronary thrombosis 
and myocardial infarction in different populations might 
depend on differences in the prevalence of atherosclerosis 
or in the clotting properties of the blood, or on both. 
To obtain information regarding clotting unrelated to 
atherosclerosis the incidence of pulmonary and venous 
thrombosis and thrombo-embolic phenomena at necropsy 
among East Africans (in whom the occurrence of 
coronary disease and myocardial infarction is very rare) 
was determined at Makerere College, Kampala, Uganda, 
and compared with that among whites and negroes at 
Washington University, St. Louis, Missouri. At both 
centres the necropsy reports of patients over 40 years of 
age for 1951-6 were classified by year, race, sex, and age. 
By random pairing of patients of the same sex, age, and 
year 632 Uganda negroes were matched with an equal 
number of St. Louis whites. In the same way 245 
Uganda negroes were matched with an equal number 
each of whites and negroes from St. Louis. The presence 
of thrombotic and embolic phenomena in the lungs, 
veins, heart, and elsewhere was recorded in each group. 
The necropsy techniques were similar in the two centres. 

Among the 632 Uganda negroes only one (0-2°%) had 
myocardial infarction, while 15 (2:-4°%) had pulmonary 
arterial or systemic venous thrombosis or thrombo- 
embolic phenomena. Among the 632 St. Louis whites 
136 (22%) had myocardial infarction and 135 (22%) 
thrombo-embolism. These differences in incidence be- 
tween the groups were highly significant. In the three- 
way comparison, among the 245 Uganda negroes one 
(0-4%) had myocardial infarction and 5 (2%) had 
thrombo-embolism; among the 245 St. Louis whites the 
figures were 58 (24°) and 59 (24°%) and among the 245 
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St. Louis negroes 45 (189%) and 55 (22%) respectively. 
The differences in incidence between St. Louis whites 
and negroes were not statistically significant, but those 
between the Uganda negroes and both the other groups 
were highly significant. 

In considering the possible reasons for the correlation 
between the incidence of myocardial infarction and that 
of thrombotic and thrombo-embolic phenomena in the 
lungs and veins the authors conclude that the most 
logical explanation is that there is some common 
haematological factor (procoagulative and/or antifibrino- 
lytic). This is not to imply that the local factor of athero- 
sclerosis is unimportant in coronary thrombosis, but if 
the haematological factor is important, whether con- 
cerned with diet, body weight, climate, activity, or the 
presence of other diseases, it should be possible to reduce 
the incidence of coronary thrombosis in a population 
by altering this factor even in the presence of a constant 
amount of atherosclerosis. R. S. Stevens 


950. Cardiac Rupture Complicating Myocardial Infarc- 
tion in the Aged 

F. D. ZEMAN and M. Ropstein. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 105, 431- 
443, March, 1960. 37 refs. 


The incidence of cardiac rupture as a complication of 
acute myocardial infarction was studied in the records 
of 668 consecutive necropsies performed at the Home for 
Aged and Infirm Hebrews of New York between 1942 
and 1955. In 81 of the 668 cases acute myocardial 
infarction was found, and in 15 of these cardiac rupture 
had occurred through the left ventricular wall. The 
findings in these 15 cases were compared with those in a 
control series of 62 cases of acute myocardial infarction 
without rupture of the ventricular wall. Of the patients 
with rupture, 4 were males and 11 females; the average 
age of the former was 75 years and of the latter 82 years 
(the average for the whole group being 80). The sexes 
were equal in the control group and the average age was 
78 years. The authors found that in the patients with 
rupture there was very little correlation with undue exer- 
tion following infarction. . [Their endeavour to explain 
these anomalous findings is not very convincing.] None 
of the patients in this series had received anticoagulant 
therapy. The authors emphasize the need for careful 
conservative treatment of acute cardiac infarction in the 
aged, particularly for strict limitation of activity, seda- 
tion, and caution in the use of vasopressor drugs in the 
treatment of shock. P. D. Bedford 


951. Therapeutic Trial in Angina Pectoris of a New 
Active Principle Extracted from Ammi visnaga (Visnadine) 
Distinct from Khellin. (Essai de traitement de l’angine de 
poitrine par un nouveau principe actif extrait de l’ammi 
visnaga (visnadine) différent de la khelline) 

M. Mouaguin and C. Macrez. Presse médicale [Presse 
méd.]| 68, 257-258, Feb. 13, 1960. 1 fig., 6 refs. 


Like khellin, ‘‘ visnadine”’ is extracted from Ammi 
visnaga, but it is 17 times less toxic to mice, weight for 
weight, and 4 times more effective in increasing coronary 
flow in the isolated rabbit heart. At the Hépital 


Broussais, Paris, 30 patients with angina pectoris were 
treated with 50 to 300 mg. of visnadine a day by mouth, 
alternating with a placebo. Two subjects were improved 
equally by the drug and the placebo and 5 others were 
intolerant of the drug, developing gastric symptoms or 
skin irritation. The authors stress the difficulty of 
assessing the efficacy of any remedy in angina of effort, 
but they are confident that the drug was effective in 20 
of the remaining cases, in 7 of which the results were 
excellent, in 9 good, and in 4 moderate. Other names for 
the substance are “ visnagane’’, “ provismine”, and 
* vibeline”’. [This appears to be yet another substance 
worth considering in the treatment of this common 
condition.] G. S. Crockett 


952. Clinical Evaluation of a New Coronary Vasodilator, 
3-Dimethylamino - 1:1 :2 - tris(4-methoxypheny]) - 1 - propene 
Hydrochloride (WIN 5494) 

G. SANDLER. American Heart Journal [Amer. Heart J.] 
59, 718-722, May, 1960. 2 figs., 5 refs. 


The clinical effect of a new coronary vasodilator, 
3-dimethylamino-1 : 1 
hydrochloride (WIN 5494) has been studied in 13 patients 
with angina pectoris, using a “‘ double-blind ” technique. 
No significant change in either the consumption of 
trinitrin or in exercise tolerance tests followed administra- 
tion of the drug in a dose of 25 mg. 4 times daily. The 
importance of a controlled study and objective criteria 
of improvement in the assessment of an antianginal drug 
is pointed out.—[Author’s summary.] 


HEART FAILURE 


953. Absorption of I'3!-triolein in Congestive Heart 
Failure 

J. HAKKILA, T. E. MAKELA, and P. I. HALONEN. Ameri- 
can Journal of Cardiology [Amer. J. Cardiol.] 5, 295-299, 
March, 1960. 3 figs., 16 refs. 


In this investigation, reported from the Third Medical 
Clinic of the University of Helsinki, the authors used 
triolein labelled with radioactive iodine to study intes- 
tinal absorption in 12 control subjects and 17 patients 
with congestive heart failure. After Lugol’s aqueous 
solution of iodine had been given to prevent the radio- 
active iodine accumulating in the thyroid the subjects 
then received doses of between 30 and 50 pc. of the 
labelled triolein in a meal containing 0-5 g. of olive oil 
per kg. body weight. The faeces were collected for 3 
days after the meal and samples of venous blood were 
taken at 2, 4, 5, and 6 hours after the meal. 

In the controls the lipid-bound activity in the blood 
reached a peak some 5 hours after the meal, the mean 
absorption value being 3-8°% of the administered dose. 
In the patients with congestive heart failure the peak was 
reached 6 hours after the meal and the mean maximum 
fat absorption was 1-5°% of the administered dose. In 3 
cases which were examined again after the congestive 
failure had been controlled the levels of lipid-bound 
activity in the blood were higher than those obtained 
initially. In the control subjects a mean of 2-7% of the 
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administered fat was excreted in the faeces during 3 days. 
For the patients with congestive heart failure the over-all 
mean fat excretion was 30-2% (that is, over 10 times that 
in the controls), being 9-4°% in the 4 mild cases and 39-19% 
in the severe oedematous cases. 

The authors conclude that there is decreased absorption 
of triolein in patients with congestive heart failure and 
that the absorption improves as the heart failure becomes 
controlled under treatment. Charles Rolland 


954. Hemodynamic Patterns in Chronic Cardiac Failure 
A. Sezer and D. J. McCauGuey. American Journal 
of Medicine [Amer. J. Med.] 28, 337-346, March, 1960. 
2 figs., 15 refs. 


The authors of this paper from the Veterans Adminis- 
tration Hospital and Stanford University School of 
Medicine, San Francisco, have made a haemodynamic 
study of 50 patients who entered hospital with left ven- 
tricular failure and, with conventional treatment, showed 
either loss or stabilization of the clinical symptoms and 
signs of heart failure. There were 49 males and one 
female, the age range was 33 to 77 years, and the aetio- 
logical groups represented were arteriosclerotic heart 
disease (16 patients), hypertensive heart disease (17), 
old myocardial infarction (7), aortic valvular disease (7), 
and idiopathic myocarditis (3). 

There were several groups of haemodynamic abnor- 
mality. In Goup I (9 patients) and Group II (13 
patients) the resting left atrial pressure was normal or 
borderline as shown by a pulmonary wedge pressure of 
15 mm. Hg or less; but whereas in Group I the cardiac 
output was normal or near normal, in Group II it was 
abnormally low at rest. In Group I the right atrial 
pressure was normal, the resting pulmonary arterial 
pressure normalor doubtfullyelevated, and the pulmonary 
vascular resistance normal, but in 8 of the 9 patients 
there was an abnormal response to exercise manifested 
by a rise in pulmonary arterial pressure and abnormal 
widening of the arteriovenous oxygen difference. The 
patients in Group II usually had a higher pulmonary 
arterial pressure than those in Group I and tended to 
show a steeper rise with exercise. All had a normal right 
atrial pressure, 5 had an abnormally high pulmonary 
vascular resistance, and 11 had an inadequate rise in 
cardiac output with exercise. The 28 patients in Group 
III had an elevated left atrial pressure and were sub- 
divided into: (A) 5 patients with normal or near normal 
cardiac output, normal or slightly elevated pulmonary 
vascular resistance, and mild passive pulmonary hyper- 
tension; (B) 15 patients with subnormal cardiac output, 
higher pulmonary vascular resistance than in Group III A 
(mean of 354 compared with 199 dynes per second per 
cm.~5) and, in half the cases, elevated right atrial pressure; 
and (C) 9 patients with severe pulmonary hypertension, 
pulmonary vascular resistance more than 4 times the 
normal value, very low cardiac output, and, usually, 
elevated right atrial pressure sometimes associated with 
tricuspid incompetence. 

It is of interest that 80°% of all the patients showed no 
clinical evidence of heart failure and many were able to 
resume normal activities. It appears that the heart 
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can adapt itself to chronic left ventricular overload by 
(1) maintaining a low cardiac output with normal or 
near normal left ventricular filling pressure or (2) main- 
taining a normal cardiac output at the expense of 
increased left ventricular filling and left atrial pressure 
and with the risk of the development of severe active 
pulmonary hypertension. K. G. Lowe 


955. Heart Failure in Cor Pulmonale and Tuberculosis. 
(Selhani srdce pri cor pulmonale u tuberkuldézy) 

J. Wipimsky, A. VALACH, R. Despar, Z. VysLouzZIL, and 
Z. Luxe’. Casopis lékati éeskych (Cas. Lék. ées.] 99, 
349-357, March 18, 1960. 9 figs., 40 refs. 


Cor pulmonale has in the past been associated most 
frequently with emphysema. But since the introduction 
of antibiotics and the development of surgical treatment 
has reduced mortality from pulmonary tuberculosis the 
chronic fibrous form has become relatively more com- 
mon, and according to necropsy statistics one out of 
every three deaths from tuberculosis is due to cor pul- 
monale. The authors of this article have attempted to 
determine which factors in the pulmonary disease have 
an unfavourable effect on the heart. At the Institute for 
Circulatory Diseases and the Research Institute for 
Tuberculosis, Prague, they have carried out clinical, 
electrocardiographic, and x-ray studies on 41 patients 
with pulmonary tuberculosis and examined the haemo- 
dynamics of the pulmonary circulation by cardiac 
catheterization. It was established that in some of these 
patients the heart failure was decompensated and in 
others compensated, while several were in the initial 
stages, without significant pulmonary hypertension. The 
patients examined had suffered from tuberculosis for 5 
to 16 years, those with decompensation for more than 
10 years. In addition 4 patients suffering from emphy- 
sema without tuberculosis were examined and 2,500 
post-mortem records were investigated. 

The authors found that patients in the stage of decom- 
pensated cor pulmonale had a more marked pulmonary 
hypertension and a more severe hypoxaemia than the 
patients with compensated cor pulmonale. They did 
not find any differences in the rate of pulmonary blood 
flow between patients with decompensated, compensated, 
and incipient cor pulmonale, and the erythrocyte count, 
haematocrit values, haemoglobin level, and erythrocyte 
volume were similar in all three groups. After 10 
minutes of oxygen inhalation a fall in pulmonary arterial 
pressure was observed in most patients which, however, 
was due to a reduction in blood flow through the lungs. 
Thus in most instances the pulmonary resistance re- 
mained unaltered or rose. Only in one-quarter of the 
cases did the pulmonary resistance fall after the inhalation 
of oxygen. The injection of 20 mg. of “ priscol ”’ (tolazo- 
line) into the pulmonary circulation caused in all cases a 
reduction of pressure in the pulmonary artery in spite 
of a parallel substantial rise in the blood flow. It was 
not possible to determine whether this effect was due to 
a location of the drug or to blockade of the hyperactive 
sympathetic nervous system. 

The authors conclude from their findings that heart 
failure in tuberculosis is determined mainly by (1) the 
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degree of pulmonary hypertension resulting from the 
anatomical restriction of the pulmonary veins (2) 
the degree of hypoxaemia, and (3) functional pulmonary 
vasoconstriction, which can be blocked by priscol. On 
the other hand the increased rate of blood flow through 
the pulmonary artery and the increased viscosity of the 
blood have little influence on the function of the heart. 
Heart failure in tuberculosis mainly affects cases of exten- 
sive, fibrocirrhotic, bilateral pulmonary disease. Acute 
changes in the respiratory tract frequently cause decom- 
pensation in formerly compensated cases. M. Hrusak 


BLOOD VESSELS 


956. Treatment of Thrombophlebitis with Streptokinase— 
Streptodornase 

H. L. DEATON and W. G. ANLYAN. Journal of the 
American Medical Association [J. Amer. med. Ass.| 172, 
1891-1893, April 23, 1960. 3 figs., 6 refs. 


In a group of 74 patients with superficial thrombo- 
phlebitis after intravenous administration of fluid, 52 
were treated with varying dosages of streptokinase- 
streptodornase (“‘ buccal varidase”’’) for 5 to 7 days, while 
22 were observed as controls for the same period. Treat- 
ment was started in each instance within 48 hours of the 
onset of symptoms. 

No significant amelioration of inflammatory signs and 
symptoms or alteration of the palpable thrombus itself 
was evident in the patients treated with the drug when 
compared to the contro! series. The drug did not pro- 
vide prophylaxis against superficial thrombophlebitis.— 
[Authors’ summary.] 


957. The Use of Méethylthiouracil in Intermittent 
Claudication. (UzZiti methylthiouracilu pri claudicatio 
intermittens) 

O. CervENY, J. RENNER, A. SCHLUPEK, and F. TvAROH. 
Sbornik léka®sky [Sborn. lék.] 62, 69-79, March, 1960. 
10 figs., 40 refs. 


Antithyroid drugs have been shown to have an effect 
on other endocrine glands and on metabolism, and 
methylthiouracil has been used in the treatment of angina 
pectoris. In this article from the 4th Medical Clinic of 
the Charles University, Prague, the authors claim that 
the drug also has a beneficial effect in intermittent 
claudication by causing dilatation of the peripheral 
arteries. 

Methylthiouracil was administered to 22 patients 
suffering from obliterating atherosclerosis of the arteries 
of the lower limbs, causing disappearance or remarkable 
improvement of intermittent claudication in 55%; only 
transitory improvement occurred in 22°% and none in the 
remaining patients. The serum cholesterol level was 
determined repeatedly and did not vary appreciably. 
The blood count showed no important changes. 

Experimentally, the response of the blood pressure to 
the intravenous administration of hypertensive agents 
was remarkably diminished in rabbits previously given 
methylthiouracil. On histological examination the ex- 
pected changes were found in the endocrine glands of the 


experimental animals, but there was not the slightest 
sign of atherosclerosis in the arteries, although the 
serum cholesterol level had increased with the adminis- 
tration of high doses of methylthiouracil from 60 to 
110 mg. per 100 ml. 

The authors suggest the use of small doses of methyl- 
thiouracil as a suitable complementary treatment in cases 
of intermittent claudication. M. Hrusak 


HYPERTENSION 


958. Unilateral Renal Disease as a Cause of Hyper- 
tension: Its Detection by Ureteral Catheterization Studies 
T. B. Connor, W. C. Tuomas Jr., L. Happock, and 
J. .E. Howarp. Annals of Internal Medicine [Ann. 
intern. Med.| 52, 544-559, March, 1960. 1 fig., 39 refs. 


In this paper from the Schools of Medicine of the Johns 
Hopkins University and the University of Maryland, 
Baltimore, the authors present a further report on the 
detection of unilateral kidney disease as a cause of hyper- 
tension. Separate ureteric catheterization by a tech- 
nique previously described (Bull. Johns Hopk. Hosp., 
1957, 100, 241; Abstr. Wid Med., 1958, 23, 33) was 
carried out on 210 hypertensive patients. In 58 cases of 
essential hypertension the urinary volumes and sodium 
concentration from the two kidneys were almost identi- 
cal, but 9 patients, of whom 7 were aged 40 years or less 
(including one boy aged 8), fulfilled the authors’ criteria 
for a positive result, the urine volume from the affected 
side being reduced by at least 50°% and the sodium con- 
centration by at least 15°%. All these patients experi- 
enced marked reduction in the hypertension as a result 
of removal of the kidney with the inadequate blood 
supply; the follow-up period ranged from 6 months to 
6 years. In a further 8 patients with radiographically 
demonstrated unilateral renal disease the affected kidney 
excreted less urine than the opposite kidney, although 
the urine from the latter showed equal or greater sodium 
concentration. Nephrectomy in these cases had no 
effect on the hypertension. 

The authors also describe 2 cases in some detail in 
which segmental renal ischaemia had been responsible for 
the hypertension, but in which the completely function- 
less segment on one side and a diseased contralateral 
kidney had been responsible for showing equal urinary 
volumes on the two sides and thus a false negative 
result in the catheterization test; in these removal of the 
kidney with the lower output cured the hypertension. 
The following criteria for selecting hypertensive patients 
for these elaborate tests are suggested: (1) Onset of 
hypertension before the age of 30 or after 55 years. 
(2) Abrupt onset with rapid progression at any age. 
(3) A history of unexplained abdominal pain or of renal 
trauma just preceding onset of the disease. (4) Sudden 
increase in pre-existing hypertension. (5) The intra- 
venous pyelogram reveals (a) diminished size of one 
kidney; or (b) delayed (or absent) excretion of dye by 
one kidney. 

(This paper will repay reading in its entirety.] 

H. F. Reichenfeld 
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959. The Effect of Resuspension and Shipment on the 
Viability of Frozen Red Cells 

P. J. Scumipt and J. L. Sremrectp. Clinical Science 
(Clin. Sci.] 19, 109-118, Feb. [received April], 1960. 
5 figs., 5 refs. 


Previous studies by the authors (Clin. Sci., 1957, 16, 
651) at the National Institutes of Health, Bethesda, 
Maryland, showed that storage of human erythro- 
cytes in glycerol at —45° C. was possible for as long as 
18 months, but the cells had to be used at once after 
deglycerolation. The reason was the lack of a suitable 
suspension medium in which they could be preserved at 
ordinary refrigerator temperature or during shipment. 
The present paper proposes a solution. 

Blood was collected in plastic containers containing 
acid—citrate-dextrose mixture, U.S.P. Glycerolation 
was carried out in 2 steps, first with 4-strength and then 
with 14-strength glycerol solution, giving a final concen- 
tration of 23 volumes of glycerol in the final 100 volumes 
of erythrocyte suspension. Storage was carried out for 
3 months at —45° C. and the cells were then thawed at 
37°C. The process of deglycerolation of the erythro- 
cytes with increasingly weaker glycerol solutions followed 
by saline washes is described and illustrated. The cells 
were then divided into aliquot portions, resuspended in 
a variety of nutrient media, and the effect of storage and 
of shipment on the viability of the cells studied. Both 
storage and shipment (by road over 85 miles (137 km.)) 
were carried out under standard blood bank conditions. 
Survival in vitro was studied by determining the free 
haemoglobin in the wash and storage solutions at each 
stage. Survival in vivo was studied by labelling the 
cells with 5!Cr in the form of sodium chromate. The 
recipients were either the donors themselves or previously 
transfused patients with neoplastic disease. 

A total of 40 different suspension media in use for the 
storage of erythrocytes at 5° C. were screened by haemo- 
lysis and fragility tests in vitro and the 3 most promising 
ones, designated Formulae 1, 1A, and 2, were further 
investigated. Formula 1 was Buckley’s solution, a 
crystalloid solution with glucose. Formula 1A was 
identical with Formula 1, but contained 5°%% normal 
human serum albumin. Formula 2 was a simple acid— 
citrate—dextrose solution with extra glucose added. Cell 
lysis during storage and processing was always less than 
10%. Storage following thawing and labelling with 51Cr 
caused a further 3% loss with all of the three media 
mentioned above. Jn vivo, however, cells preserved in 
Formula 2 had a poor viability, and the addition of pro- 
tein to Formula 1 did not greatly enhance survival. The 
radioactivity data for one series of repeated auto-trans- 
fusions are presented and discussed. By this technique 
(unlike that of ordinary transfusions) non-viable cells are 
removed in the wash solutions. The actual post-trans- 
fusion survival of doubly stored cells was thus 88%, 
representing 79°% of the cells originally taken from the 


Clinical Haematology 


302 


donor. No evidence of auto-sensitization of a donor- 
recipient was found. 

In discussing their findings the authors stress the 
difference between the survival in vitro and in vivo of cells 
stored in Formula 2. They state that the Formula 1 
solution can be autoclaved and the whole process can be 
carried out in a routine transfusion laboratory. The 
main practical use of this method lies in the storage of 
blood of rare groups until required. Studies are in 
progress to assess the 5-year storage survival of erythro- 
cytes in glycerol. F. Hillman 


ANAEMIA 


960. The Oxyhemoglobin Dissociation Curve in Anemia 

T. RopMAN, H. P. CLose, and M. K. PuRcELL. Annals 
of Internal Medicine [Ann. intern. Med.] 52, 295-309, 
Feb., 1960. 8 figs., 9 refs. . 


It is well established that the reduced amount of oxygen 
transported by the blood in patients with anaemia is 
partly compensated for by increased cardiac output and 
also by a reduced oxygen tension in the tissues, which 
increases the gradient of oxygen pressure between arterial 
blood and the tissues and hence increases the availability 
of the oxygen carried in oxyhaemoglobin. A third 
compensatory mechanism was described by Richards 
and Strauss in 1927 and more recently by Kennedy and 
Valtis (J. clin. Invest., 1954, 33, 1372), who, using tono- 
metric techniques, showed in vitro that in anaemic states 
there was an alteration in the physical properties of 
haemoglobin so that the oxyhaemoglobin dissociation 
curve was shifted to the right of the normal curve—that 
is, oxygen was more readily released from oxyhaemoglo- 
bin. 

The present authors, working at the Veterans Adminis- 
tration Hospital, Philadelphia, have confirmed this shift 
in vivo. Ina study of 23 patients, in whom it was ascer- 
tained that none had abnormal haemoglobin, the per- 
centage oxygen saturation, the oxygen pressure, and the 
PH of the blood (mostly arterial) were determined after 
breathing various concentrations of oxygen. Pulmonary 
function tests revealed no significant derangement of 
cardio-respiratory function. No displacement of the 
dissociation curve was demonstrated in any of the 6 
patients with mild anaemia (haemoglobin level 9-8 to 
13-0 g. per 100 ml.), but there was slight displacement to 
the right in the 9 patients with moderately severe anaemia 
(haemoglobin level 6-7 to 8-8 g. per 100 ml.) and an even 
greater decrease in the affinity of haemoglobin for oxygen 
in the 8 patients with severe anaemia (haemoglobin 
value 3-4 to 6:5 g. per 100 ml.). In all of 4 patients with 
severe anaemia who were re-studied after the anaemia 
had been partially corrected the oxyhaemoglobin dis- 
sociation curve was found to have returned to its normal 
position. 
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The rightward displacement of the curve does not im- 
pair significantly the oxygen uptake in the lungs, since 
the curve is virtually flat at the oxygen tensions obtaining 
in the alveoli. However, the curve is steep at the oxygen 
tensions prevailing in the tissues and the displacement of 
the curve to the right in severe anaemia allows a much 
greater extraction of oxygen in the peripheral capillary 
bed, up to nearly 100%. T. B. Begg 


961. Responses to ‘* Physiologic ’’ Doses of Folic Acid 
in the Megaloblastic Anemias 

R. A. MARSHALL and J. H. JANDL. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med. 105, 
352-360, March, 1960. 2 figs., 42 refs. 


At the Boston City Hospital and Harvard Medical 
School the authors have investigated 6 patients with 
megaloblastic anaemia with a view to differentiating 
between cyanocobalamin (vitamin and folic acid 
deficiencies. Since none of the patients had combined 
system disease and 5 had histamine-fast achlorhydria the 
diagnosis was initially uncertain, but on the basis of 
normal serum levels of cyanocobalamin and low serum 
levels of folic acid 3 were classed as cases of folic acid 
deficiency; in 2 of these the urinary excretion of for- 
maminoglutamic acid (FIGLU) was increased. The 
other 3 patients were regarded as examples of cyanoco- 
balamin deficiency because of the findings of low serum 
cyanocobalamin levels, normal serum folic acid levels, 
and normal FIGLU excretion. ; 

Each patient, who was treated in a metabolic ward on 
a diet low in cyanocobalamin and folic acid, was ob- 
served during 3 consecutive periods of study: (1) an 
initial control period; (2) a period during which a small 
dose (0-4 mg.) of folic acid was injected intramuscularly 
daily; and (3) a period during which a large dose (15 
mg.) was injected intramuscularly daily. In 3 instances 
there was a fourth period during which the patient 
received 30 wg. of cyanocobalamin intramuscularly daily. 
In the 3 patients believed to have folic acid deficiency 
there was no significant change during the control period, 
but after the intramuscular administration of 0-4 mg. 
of folic acid daily there was a striking reticulocyte 
- response with subsequent general haematological im- 
provement. Larger doses of folic acid did not produce 
any further response. In the 3 patients with cyanoco- 
balamin deficiency and pernicious anaemia there was no 
significant change in the reticulocyte level during the 
control period or after the daily intramuscular adminis- 
tration of 0-4 mg. of folic acid except in one case in which 
a doubtful rise occurred. A definite reticulocyte response 
followed the daily injection of 15 mg. of folic acid and 
general haematological improvement followed. Ad- 
ministration of cyanocobalamin during a fourth period 
of study produced no further haematological effect. 

The authors conclude that observation of the reticulo- 
cyte response to small ** physiological ” doses of cyanoco- 
balamin and folic acid is useful in identifying deficiencies 
of these two substances without the aid of elaborate 
biochemical or microbiological measurements. The 
results indicate that the normal daily requirement of 
folic acid in the adult is less than 0-5 mg. It is suggested 
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that patients who fail to respond to physiological doses 
of either cyanocobalamin or folic acid are suffering 
from an abnormality of folic acid utilization rather than 
a true deficiency. D. G. Adamson 


962. A Study of the Role of Acute Infections in Pre- 
cipitating Crises in Chronic Hemolytic States 
C.-S. WriGHT and E. GARDNER Jr. Annals of Internal 
Medicine {Ann. intern. Med.| 52, 530-537, March, 1960. 
7 figs., 7 refs. 


The authors of this paper from the Medical College of 
Georgia, Augusta, report that infections, mainly respira- 
tory, were present in 22 of 23 consecutive patients ad- 
mitted to hospital in an acute haemolytic crisis of sickle- 
cell anaemia. A similar association between acute in- 
fectious states and acute haemolytic crises in chronic 
haemolytic states has been observed by others. 

To investigate this phenomenon the phagocytic index 
of blood from various sources was studied, the normal 
value being first established by studying the phagocytosis 
of normal erythrocytes by macrophages from cultures 
of rabbit spleen. The index was increased with erythro- 
cytes obtained from patients suffering from most haemo- 
lytic syndromes, malignant diseases, and many infectious 
diseases; there was also a marked and early elevation of 
the index during the common cold: return to normal was 
slow. A similar elevation occurred in chickens inocu- 
lated with Newcastle disease virus. A shortened sur- 
vival of virus-treated erythrocytes was also demonstrated 
in rabbits, and a shortened erythrocyte survival shown to 
occur in chickens infected with Newcastle virus. This 
work supports the idea that viruses may so modify the 
erythrocyte that an acute haemolytic crisis may occur in 
a patient with a chronic haemolytic state who contracts 
a virus infection. R. B. Thompson 


963. The Role of Splenectomy in the Management of 
Thalassemia 


C. H. M. E. Ertanpson, G. STERN, and I. 
SCHULMAN. Blood [Blood] 15, 197-211, Feb., 1960. 
7 figs., 26 refs. 


During the past 26 years a large number of children with 
severe (homozygous) Cooley’s anaemia have been seen 
at New York Hospital—Cornell Medical Center, among 
whom sufficient data were available in 58 cases to allow 
of a review. Half the patients (29) had undergone 
splenectomy, the rate of fall in the haemoglobin value 
having made it impossible to maintain the patient ade- 
quately by blood transfusions. Radioactive studies of 
the fate of transfused blood in 9 patients who had not 
been splenectomized showed that the half-life of labelled 
cells in these patients ranged from 10 to 29 days 
compared with the normal half-life of 26 to 32 days. In 
6 patients subjected to splenectomy the half-life of donor 
cells was found to be between 25 and 43 days. This 
experimental evidence of rapid removal of donor cells 
in thalassaemia was confirmed by the number of trans- 
fusions these patients had required; thus this number 
fell markedly after splenectomy and also higher haemo- 
globin levels were maintained with much less frequent 
transfusion. It is therefore concluded that splenectomy 
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removes to a great degree the extracorpuscular mechanism 
responsible for the development of anaemia in thalas- 
semia. Studies of the survival times of patients’ own 
cells showed that their half-life was between 7 and 20 
days, and was not altered after splenectomy, indicating 
that the basic haemolytic defect is not affected by removal 
of the spleen. 

Although transfusion and splenectomy produced a 
subjective improvement, the patients’ growth and sexual 
development remained retarded. Cardiac failure occurred 
in 10 patients and it appeared likely that it was related to 
heavy deposition of iron in the myocardium. It was also 
remarked that there was an increase in the number of 
severe infections following splenectomy, suggesting that 
despite the stress of a continuous haemolytic process in 
thalassaemia the normal immunological responses remain 
intact. R. F. Jennison 


LEUKAEMIA 


964. Observations on 100 Cases of Leukaemia in Child- 
hood 
R. Licutwoop, H. Barriz, and N. Butter. British 


Medical Journal (Brit. med. J.) 1, 747-752, March 12, 
1960. 10 refs. 


In England and Wales the number of deaths from 
leukaemia at all ages has increased 2} times in the past 
two decades. This paper from the Hospital for Sick 
Children, Great Ormond Street, London, reviews the 
100 cases of leukaemia in children seen between Septem- 
ber, 1951, and March, 1957; these patients ranged in age 
from 0 to 12 years, 70 of them being between 2 and 8 
years. The possible aetiological factors were not investi- 
gated since this aspect was recently discussed by Stewart 
et al. (Brit. med. J., 1958, 1, 1495; Abstr. Wild Med., 
1958, 24, 458), but the authors note that 3 of their cases 
occurred in mongols. The common presenting signs or 
symptoms were pallor, limb pains, and skin hae- 
morrhages, but in 8 cases the complaint was of a tumour 
other than of the spleen, liver, or lymph nodes. In most 
cases acute leukaemia was diagnosed without attempting 
to identify the cell type involved; however, 5 cases were 
regarded as acute monoblastic leukaemia, one as plasma- 
cell leukaemia, and 2 of chronic myeloid leukaemia. In 
25 cases the leucocyte count was less than 5,000 per c.mm. 
In 14 patients the haemoglobin level was above 11 g. 
per 100 ml. and in 6 of these no blast cells could be seen 
in the peripheral blood. In 3 patients the bone marrow 
appeared to be normal at the time leukaemia was diag- 
nosed. Radiological examination of the skeleton, car- 
ried out in 50 cases, revealed changes attributable to 
leukaemia in 33, the most common appearance being 
translucent bands of rarefaction at the metaphyses. 

The greater part of this review is concerned with the 
effects of treatment. In 30 cases seen early in the period 
only blood transfusion and antibiotics were given; half 
of these patients died within 3 months of onset and all 
were dead within one year. In contrast, of 63 patients 
treated with steroids, aminopterin, or 6-mercaptopurine 
(amethopterin only became available later), half were not 


dead until 7 months from onset and one-quarter were 
still alive at the end of one year; most of the latter 
were given more than one agent and the longest survivals 
occurred in children who received all three agents. Of 
the 63 patients so treated, a complete remission was in- 
duced in 36 and a second remission in half of these. 
Most of these remissions were obtained with adreno- 
cortical steroids, usually cortisone, and it was found that 
doses of 200 mg. or more daily gave better results than 
did smaller doses. It is suggested that intermittent 
courses of steroid therapy are as efficacious as continued 
steroid treatment. Side-effects of the steroids were not 
important, but mention is made of 2 cases in which verte- 
bral collapse occurred in children receiving uninterrupted 
steroid therapy. Of 24 children given 6-mercaptopurine, 
complete remission was obtained in 3 and -partial re- 
mission in 5, the effects of the drug being commonly seen 
after 8 to 10 days. A similar remission rate was obtained 
in 14 children given aminopterin. The authors consider 
that when a remission has been obtained in acute leu- 
kaemia in childhood it may be prolonged by mainten- 
ance treatment with 6-mercaptopurine. The pathology 
of meningeal and renal involvement is briefly discussed. 
A. G. Baikie 


965. The Comparison of 6-Mercaptopurine with the 
Combination of 6-Mercaptopurine and Azaserine in the 
Treatment of Acute Leukemia in Children: Results of a 
Cooperative Study 

R. M. Heyn, C. A. BRUBAKER, J. H. BURCHENAL, H. G. 
CRAMBLETT, and J. A. WoiFr. Blood [Blood] 15, 350- 
359, March, 1960. 3 figs., 10 refs. 


The cooperative study reported in this paper from the 
University of Michigan, Ann Arbor, was carried out at 
five centres in the U.S.A. during the period 1955-7, the 
purpose being to establish whether or not the treatment 
of acute leukaemia in children with a combination of 
6-mercaptopurine and azaserine was more effective than 
6-mercaptopurine alone. Of the 250 children below the 
age of 16 years with acute leukaemia originally included 
in the study, the results for only 125 were retained for 
analysis, these patients having all received 4 weeks or 
more of treatment and having been available for adequate 
observation. [The reasons stated for excluding the other - 
125 cases are all valid, but they did have the effect of 
selecting patients in relatively good clinical condition.] 
The dose of both drugs was 2:5 mg. per kg. body weight 
daily by mouth. In both groups 6-mercaptopurine was 
given continuously for 4 weeks, but in that receiving 
azaserine in addition the dose of this drug was halved if 
mouth lesions appeared or the drug withdrawn altogether 
for 2 or 3 days if they persisted. The criteria for the 
evaluation of the response to treatment were stringent and 
included symptoms, clinical signs, and the findings on 
examination of both peripheral blood and bone marrow. 

‘In the group treated with 6-mercaptopurine alone (67 
patients) 44-89% were regarded as having had complete 
remission, 23-9°% partial remission, 16°4°%% clinical re- 
mission, and 14-9 as failures. In the group receiving 
azaserine in addition the results showed no significant 
difference either as regards frequency and duration of 
remission or median survival time, or in respect of 
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the number of cases in which optimum improvement in 
bone-marrow appearances was observed. It is thus 
apparent that the addition of azaserine to the treatment 
regimen adds nothing to its efficacy. A. G. Baikie 


966. Leukemia in Hiroshima Atomic Bomb Survivors 

R. HeysseLt, A. B. Britt, L. A. Woopsury, E. T. 
NISHIMURA, T. GHosE, T. HosHINo, and M. YAMASAKI. 
Blood [Blood] 15, 313-331, March, 1960. 7 figs., 43 refs. 


This paper from the Atomic Bomb Casualty Com- 
mission, Hiroshima, Japan, reports a study of the 122 
cases of leukaemia in which the diagnosis was confirmed 
by the Commission’s medical staff and which were 
known to have occurred between 1947 and 1957 among 
the population exposed to the atomic bomb. (This 
number does not include cases of so-called lymphoma, 
which will be the subject of a separate report.) 

The incidence of leukaemia has been increasing 
throughout the world in the past 10 or 15 years. A recent 
estimate of the incidence of leukaemia in Japan as a 
whole is quoted as 24 per million per year (m.p.y.); in 
contrast, the comparable rate for atomic bomb survivors 
was estimated at 1,460 per m.p.y. for those exposed to 
irradiation- at less than 1,000 metres from the hypo- 
centre, 380 per m.p.y. for those between 1,001 and 1,499 
metres, and 29 per m.p.y. for those exposed between 
2,000 and 10,000 metres, who are known to have received 
only negligible radiation. An attempt was made to 
establish a dose-response curve for the 23 cases of leu- 
kaemia among survivors who were in Japanese-style 
houses at the time of the explosion; for these, assump- 
tions had to be made as to the relative biological effects 
of neutrons and gamma rays, no allowance being made 
for the attenuation of radiation by housing. Because of 
these uncertainties and the small number of cases in- 
volved no dose-effect relationship could be confidently 
established, but the observations are considered to be 
consistent with a linear relationship, at least down to a 
lower limit of 50 rads total body irradiation. It is 
emphasized that the existence of a threshold dose below 
which there is no leukaemogenic effect is not disproved. 

It was found that the occurrence of severe, acute 
radiation damage was not a prerequisite for the subse- 
quent development of radiation-induced leukaemia. The 
increased liability to leukaemia in the survivors was not 
generally dependent on age at the time of exposure, but 
nevertheless seemed to be higher in the youngest age 
group (0 to 19 years), and also higher among males than 
among females. . Chronic myeloid leukaemia accounted 
for the greater part of the increased incidence, this being 
followed by the acute leukaemias [the opposite of the 
finding of Court Brown and Doll in British patients 
receiving radiotherapy for ankylosing spondylitis]. 
There was no evident increase in incidence of chronic 
lymphatic leukaemia, which is in any case uncommon 
in the Japanese. It is shown that the increased incidence 
of leukaemia among these survivors is a true one and 
not merely an apparent increase due to the accelerated 
appearance of leukaemia in persons who, if they had 
not been exposed to the bomb, would have developed the 
disease at a later date. The first cases of leukaemia in 
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survivors who had been close to the hypocentre were 
seen in 1947 and 1948 and the highest incidence occurred 
in 1950-2. Since then the number of new cases has 
progressively declined, but it has not yet returned to the 
level to be expected in non-irradiated Japanese. 

A. G. Baikie 


967. Variation in the Duration of Survival of Patients 
with the Chronic Leukermias 

M. FeIncerp and B. MACMAHON. Blood [Blood] 15, 
332-349, March, 1960. 6 figs., 30 refs. 


In the authors’ view the results of previous studies of 
the survival of patients with chronic leukaemia are of 
limited value because of (1) the heterogeneity of the case 
material, (2) lack of exact knowledge of the factors oper- 
ating in selection, (3) measurement of survival from the 
date of onset of symptoms, which usually involves back- 
dating on the basis of the patient’s history, and (4) in- 
adequate statistical analysis of the material. The present — 
study, reported from the Downstate Medical Center, 
State University of New York, Brooklyn, is based on 
649 of the 1,709 cases of chronic leukaemia occurring 
among white residents of Brooklyn in the period 1943-52 
as previously reported (MacMahon and Clark, Blood, 
1956, 11, 871; Abstr. Wld Med., 1957, 21, 187) for which 
adequate hospital records were available. These patients 
have now been followed up to the end of 1957, when only 
9-4°%% remained untraced. It is noted that the effects of 
treatment are not being considered here, and indeed some 
patients may have remained untreated. The survival 
figures are analysed by age group, sex, religion, and ABO 
blood group, and also by the type of leukaemia (mye- 
loid or lymphatic). 

The median survival time after diagnosis was 11-7 
months, while 17% of the patients survived for more 
than 43 months after diagnosis and 9% for up to 5 years. 
The shorter survival times revealed by this study com- 
pared with those in earlier series (in one case 31-8 
months) are discussed and it is concluded that the differ- 
ences are largely accounted for by different methods of 
selection of patients for inclusion in the study and also 
by different definitions of the term chronic leukaemia. 
The median survival time was somewhat longer for 
females than for males and also for patients of both 
sexes with chronic lymphatic than for those with chronic 
myeloid leukaemia, but neither of these differences was 
statistically significant. For chronic lymphatic leu- 
kaemia the duration of survival was independent of age, 
whereas for myeloid leukaemia it was significantly shorter 
for those over the age of 60 at diagnosis, regardless of sex. 
There was no correlation between the duration of symp- 
toms before diagnosis and subsequent survival. In the 
analyses by religion, blood group, and type of leukaemia 
two groups of patients were seen to have significantly 
longer survival times: thus Jewish women with chronic 
lymphatic leukaemia had a median survival of 21-1 
months compared with 6-4 months for other women, and 
women with chronic myeloid leukaemia of Blood Group 
B or AB one of 24 months compared with 10 months 
for women of blood Group A or O. A further study of 
the clinical features of these two groups is promised. 

A. G. Baikie 
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968. Unilateral Lung Transradiancy: a Physiological 
Study 

Cc. S. Darke, A. R. Curispin, and B. S. SNOWDEN. 
Thorax [Thorax] 15, 74-81, March [received May], 1960. 
11 figs., 6 refs. 


At the City General Hospital, Sheffield, 3 patients with 
unilateral translucency in their chest radiograph have 
been investigated in detail with a view to discovering its 
cause, the patients being 2 men aged 34 and 48 years 
respectively, and one woman aged 24. Both the men 
had had a cough for some years and the older man had 
suffered from breathlessness on effort for about 3 years. 
The female patient had no recent long-standing symp- 
toms. All 3 patients gave a history of pneumonia or 
pleurisy in childhood. 

Physical examination of the lungs revealed a similar 
pattern of abnormality in all, namely, impaired expansion 
of the hemithorax, feeble breath sounds, and “fine in- 
spiratory rales” in areas corresponding to the trans- 
lucency subsequently seen radiographically, that is, over 
the whole right lung in both males and over the left 
lower lobe and lingular regions in the female. Fluoro- 
scopy revealed “ air trapping ”’ manifested by persistence 
of the translucency on expiration, but the results of 
bronchoscopy were normal in all. Bronchography 
revealed some bronchial distortion in the abnormal lung 
in each instance, but no bronchiectasis apart from slight 
fusiform dilatation of the bronchi of the left lower lobe 
and lingula in the female patient. Angiography showed 
that all three abnormal lungs were oligaemic in that the 
calibre of the pulmonary arteries was reduced and in 
one of the males the smallest branches were diminished 
in number. 

In lung function tests impairment of ventilatory capa- 
city of both lungs was demonstrated and there was also 
some air-flow resistance preventing normal ventilation, 
as revealed by poor gas-mixing efficiency. That the 
defect was unilateral was demonstrated bronchospiro- 
metrically by a decrease in ventilation associated with 
diminished oxygen uptake on the abnormal side. As 
the tidal volume and vital capacity of the abnormal lung 
were reduced, but residual volume increased in relation 
to the total volume of the lung, the authors conclude 
that the loss of ventilatory function was due to obstruc- 
tion of air flow rather than reduction in total lung volume. 
Air flow in and out of both lungs was therefore studied 
in 2 of the patients while they were under the influence of 
a muscular relaxant drug and general anaesthetic, when 
there was shown to be “ high grade obstruction ”’ in the 
abnormal lung which the authors did not regard as 
valvular. 

Of the various theories of causation of this abnormality 
the authors favour an “ obstructive condition of the 
peripheral air passages with an associated reduced blood 
perfusion ” rather than “ loss of rigidity of the peripheral 


Respiratory System 


306 


air passages, which tend to collapse in expiration, thus 
producing a valvular obstruction ”, which, they consider, 
their tests excluded. It is likely that pulmonary infec- 
tions in earlier life may, in some instances, damage the 
growing lung in such a way as to cause this defect. 
Finally, the authors come to the [important] conclusion 
that ** since there is no significant shunt of poorly aerated 
blood and the condition is virtually symptomless, surgical 
removal of the affected lung is not indicated ”’. 

[As there are causes of radiological unilateral lung 
translucency other than that suggested here, it is un- 
fortunate that the authors do not make the distinction 
clear. The abnormality unmasked in their cases is not 
the underlying cause common to all cases of abnormal 
unilateral x-ray translucency.] W. Raymond Parkes 


969. Mechanical Properties of the Lungs during Exer- 
cise in Patients with Cardiac or Pulmonary Disease. 
[In English] 

O. NISELL. Acta medica Scandinavica [Acta med. scand.] 
166, 107-112, 1960. 7 figs., 13 refs. 


In a study carried out at Serafimerlasarettet, Stock- 
holm, to see whether the mechanical properties of the 
lungs of patients with heart or lung disease were changed 
during exercise 7 middle-aged patients with lung disease 
of different kinds (3 with emphysema, one with sarcoid, 
one with healed tuberculosis, and one with pulmonary 
metastases) were compared with 3 subjects with no appre- 
ciable cardiopulmonary disorder and with 8 patients 
with heart disease (6 with mitral disease studied previ- 
ously, one with pulmonary arterial emboli, and one with 
arteriosclerotic heart disease). In each case the intra- 
oesophageal pressure was measured concurrently with a 
spirometric record of breathing in a closed-circuit spiro- 
meter (with a fan circulating 84 litres per minute). 
Compliance was calculated from the volume-—pressure 
relationship of a line between points indicating the start 
and end of the tidal air; mean respiratory flow was cal- 
culated from the tidal volume and the duration of a 
complete respiratory cycle, and from this the flow resist- 
ance and the impedance of the lungs (using the analogy 
of an electric alternating circuit and the assumption of 
the pattern of breathing being approximately sinusoidal) 
were derived. Exercise was performed on a bicycle 
ergometer with the load increasing every 6 minutes until 
the subject was dyspnoeic or fatigued. 

In the 8 patients with heart disease the resistance fell 
by an average of 27% and the impedance by 10°% from 
resting levels of 4-6 and 6-6 cm. H2O per litre per second 
in contrast with those with lung disease, in whom they 
rose on exercise by an average of 16°% from 4:6 cm. H2O 
per |. per second and 19% from 5-6 cm. H20 per |. per 
second respectively. The compliance was reduced dur- 
ing exercise in the patients with heart disease. 

P. Hugh-Jones 
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970. The Respiratory Work and Pressure during Exer- 
cise, and Their Relation to Dyspnea. [In English] 

O. NISELL. Acta medica Scandinavica [Acta med. scand.} 
166, 113-119, 1960. 11 figs., 7 refs. 


The data obtained in the previous paper by this author 
[Abstract 969] are here re-analysed in order to show the 
quantitative relation between the degree of exercise and 
the respiratory pressure and work of breathing. In this 
case the results from normal subjects, those with lung 
disease, and those with mitral disease are re-grouped, not 
on a pathogenic basis, but according to the intra-oeso- 
phageal pressure fluctuations at rest, Group I (6) having 
fluctuations of less than 5 cm. H2O, Group II (8) between 
5 and 9-5 cm. H2O, and Group III (3) exceeding 9-5 cm. 
H2O. [One case is unaccounted for.] 

It is shown that the greater the subject’s resting intra- 
oesophageal pressure fluctuations, the greater is the 
increase in respiratory pressure and work with an increase 
in exercise of 100 kg. per minute. Moreover, the relation 
between pressure and exercise appeared to be more linear 
than that between respiratory work (obtained by plani- 
metry of the pressure-volume loops) and exercise. Intra- 
oesophageal pressure fluctuations rose with an increase 
in exercise of 100 kg. per minute by an average of 1-1 
cm. H2O in Group I, 2:1 cm. H2O in Group II, and 4-0 
cm. H2O in Group III. The corresponding rises in 
resistive work of breathing averaged 24-5, 31-9, and 161-1 
litre-cm. H2O per minute respectively. The variation 
among subjects at their highest levels was less for pressure 
fluctuation than for respiratory work; the author assumes 
that the moderate dyspnoea or respiratory effort was 
approximately the same in all subjects at the highest 
exercise level (since, as stated in the previous paper, “* the 
load was increased every six minutes and the exercise 
continued until the subject felt dyspneic or fatigued ”’). 
On this assumption he concludes that “ the magnitude 
of the intra-oesophageal pressure fluctuation indicates 
dyspnea more precisely than does the respiratory work ”’. 

[The conclusion that respiratory pressure shows a 
closer relationship to “‘ dyspnoea ”’ than the respiratory 
work does may not necessarily be true. Dyspnoea is a 
subjective sensation and the subjects’ statements about 
the latter, independently assessed by other observers, 
would need to be recorded and the relationship between 
this and pressure or respiratory work established on a 
number of occasions.] P. Hugh-Jones 


971. Factors Determining the Respiratory Pressure and 
the Onset of Dyspnea. [In English] 

O. NISELL. Acta medica Scandinavica [Acta med. scand.]} 
166, 121-124, 1960. 3 figs., 11 refs. 


This paper consists of a further analysis of the data 
provided in the first paper of the series [Abstract 969]. 
The first analysis [Abstract 970] showed that pressure 
fluctuations during breathing, measured by intra-oeso- 
phageal pressure readings, seemed to be relatively con- 
stant and typical of an individual both at rest and on 
exercise, and the author assumes them to give an index 
of breathing effort. Here an analysis is given of some 
factors affecting intra-oesophageal pressure, breathing 
being regarded to be an approximately sine-wave pheno- 


menon and analagous to an electrical alternating current. 
On this basis the pressure amptitude (half the intra- 
oesophageal fluctuation) is equal to the maximum flow 
during the cycle multiplied by the impedance (the latter 
being calculated from flow resistance, compliance, and 
cycle duration). The author found the average ratio 
between the measured and the calculated pressure for 170 
respiratory cycles at rest in the patients who mostly had 
respiratory or cardiac disease to be 0-993 (S.D. 0-110), 
for 204 cycles on exercise 1-003 (S.D. 0-1221), and for 67 
cycles during hyperventilation 0-958 (S.D. 0-087). He 
concludes that the equations from the electrical analogy 
adequately describe the relations between pressure, tidal 
volume, duration of a respiratory cycle, resistance, and 
compliance. High pressure amplitudes (and hence, in 
the author’s opinion, dyspnoea) are associated with high 
flow, high resistance, or low compliance. 

[There are limitations to generalization about dys- 
pnoea from this type of analysis. For example, intra- 
oesophageal pressure may not reflect ‘‘ breathing effort ”’ 
if the compliance of the thoracic cage rather than that of 
the lungs is reduced.] P. Hugh-Jones 


972. Role of Eaton Agent in Disease of Lower Respira- . 
tory Tract: Evidence for Infection in Adults 

M. K. Cook, R. M. CHANOcK, H. H. Fox, R. J. HUEBNER, 
E. L. Buescuer, and R. T. JOHNSON. British Medical 
Journal [Brit. med. J.] 1, 905-911, March 26, 1960. 
25 refs. 


The present investigation was undertaken at the 
National Institute of Health, Bethesda, Maryland, to 
re-examine the pathogenicity of Eaton’s agent in the 
aetiology of virus pneumonia associated with an increased 
titre of cold haemagglutinins or Streptococcus M G 
agglutinins. Three strains of the Eaton agent cultivated 
in chick-embryo lung were used with fluorescein-labelled 
anti-human globulin and the patient’s serum in an indirect 
fluorescent antibody test for Eaton’s agent. Intense 
fluorescent staining in bronchioles or air sacs of chick-em- 
bryo lungs was considered to be specific for Eaton’s agent, 
and the results paralleled those of measurement of . 
neutralizing antibodies for this agent in cotton-rats. 

A retrospective serological study showed a high degree 
of correlation between the presence of cold haemagglu- 
tinins or Strep. M G agglutinins and an increase in the 
level of antibody to the Eaton agent in sera which had 
been obtained from cases of virus pneumonia from 
several different localities during the years 1948-59. In 
two instances an increase in antibody level was substan- 
tiated by the isolation of a strain of the Eaton agent from 
the sputum of the patient. A significant rise in the level 
of antibody to the Eaton agent was also noted in one- 
quarter of adults and one-sixth of children with similar 
respiratory tract infections, but not associated with an 
increased titre of cold haemagglutinins or Strep. M G 
agglutinins. The fluorescent antibody test revealed a 
stationary titre in 38°% of adults with influenzal or adeno- 
virus infections. Infection with the Eaton agent occurred 
in any month of the year and it appeared to be widespread 
and common in any age group of the general population. 

D. Geraint James 
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E. D. Rosin, C. E. ForKNER Jr., P. A. BROMBERG, J. R. 
CROTEAU, and D. M. Travis. New England Journal of 
Medicine [New Engl. J. Med.) 262, 283-287, Feb. 11, 
1960. 13 refs. 


In studies of alveolar gas exchange carried out on 11 
patients with pulmonary embolism seen at the Peter 
Bent Brigham Hospital, Boston, the following changes 
were noted. Arterial blood oxygen saturation varied 
widely in the 11 cases, from 34°%% to 90%. When re- 
determined after the patients had breathed pure oxygen 
this value was over 107°% in 3 of the patients, thus exclud- 
ing major veno-arterial shunting as the cause of the previ- 
ous unsaturation in these cases, whereas in 4 patients 
there was virtually no change in O> saturation, suggesting 
that a shunt was present. The degree of unsaturation 
paralleled the extent of pulmonary arterial occlusion as 
seen at necropsy. Ventilatory minute volume was in- 
creased in the 5 patients in whom it was measured, but 
too few measurements were made in the acute phase to 
establish the relative importance of an increase in rate 
and tidal volume. The mechanism involved in such 
increase is uncertain because it may occur despite normal 
carbon dioxide and oxygen tensions and normal pH. 
Diffusing capacity (steady-state) was reduced to less than 
10 ml. of CO per mm. Hg per minute in 3 patients. 

The difference between arterial and end-tidal pCO:, 
caused by dilution of alveolar gas by newly formed dead- 
space gas, was used in the following formula to calculate 
the percentage of ventilated unperfused lung: 


Arterial pCO, —End-tidal pCO» x 100 
Arterial pCO, — End-tidal pCO2-+ Expired air 
while for patients too ill to allow of collection of expired 
air the authors’ earlier formula (Robin et al., New Engl. 
J. Med., 1959, 260, 586) may be used: 
Arterial pCO2—End-tidal pCO, 
Arterial 


x 100 
Bernard J. Freedman 


974. Respiratory Symptoms, Bronchitis, and Ventilatory 
Capacity in Men: an Anglo—Danish Comparison, with 
Special Reference to Differences in Smoking Habits 

H. C. Oxsen and J. C. Gitson. British Medical Journal 
[ Brit. med. J.| 1, 450-456, Feb. 13, 1960. 1 fig., 28 refs. 


The striking difference in the crude mortality from 
bronchitis in Great Britain (838 per 1,000,000) and in 
Denmark (33 per 1,000,000) led to the suggestion that 
smoking might be an important factor in the production 
of this difference, since the consumption of cigarettes in 
Britain is about double that in Denmark. A survey was 
therefore made in the town of Ronne on the Danish 
island of Bornholm to obtain data for comparison with 
the results reported by Higgins for the Vale of Glamor- 
gan in Wales (Brit. med. J., 1957, 2, 1198; Abstr. Wid 
Med., 1958, 23, 224) and by Higgins and Cochrane for 
Annandale, Scotland, (Tubercle (Lond.), 1958, 39, 296; 
Abstr. Wid Med., 1959, 25, 344). All three areas are 
rural and have similar climates. A random sample of 
200 men aged between 55 and 64 years were examined in 
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Ronne and answered a questionary essentially the same 
as that previously used by the authors mentioned above, 
including an inquiry regarding smoking habits; all of 
them were also Mantoux tested and screened, and four 
physiological measurements of lung function were made. 
Men who had been employed in mining or quarrying 
were excluded. 

Marked differences in the incidence of chest symptoms, 
cough, sputum, wheeze, and haemoptysis were found, 
these being more than twice as frequent in the British 
surveys as in Renne, while the occurrence of a chest 
illness with cough and sputum during the previous 3 years 
was about three times as frequent, although there was 
no significant difference in the incidence of previous chest 
diseases in the three groups. Ventilatory capacity was 
significantly higher in the Danes, indicating a real differ- 
ence in the prevalence of non-specific chronic chest 
disease. Discussing causes for these differences the 
authors note that of the Ronne sample, 15-99% were 
non-smokers, double the percentage found in Britain. 
Also among those who smoked there was a tendency to 
smoke less than their British counterparts, and whereas 
82% of the latter smoked either cigarettes alone or 
cigarettes and a pipe, only 31% of the Ronne men 
smoked any cigarettes at all, 15-7°% smoking a pipe only 
and 25-8°% cigars only. It was noted that the breathing 
capacity of the cigarette smokers was significantly lower 
than that of the other men in the Ronne survey. A com- 
parison of 24 non-smokers in Ronne with 11 British 
non-smokers showed that none of the latter had lung 
symptoms or chest illnesses, while the Danes had some 
of these symptoms, but fewer than the average for the 
whole Renne sample. This suggests that smoking causes 
the difference in the incidence among the others. In 
accordance with previous findings “ pure” cigarette 
smoking appeared to be the most harmful, cigar smoking 
the least, and pipe smoking midway between. | 

- Janet Q. Ballantine 


975. Bacteriologic Studies of the Sputum in Patients 
with Chronic Bronchitis and Bronchiectasis. Results of 
Continuous Therapy with Tetracycline, Penicillin, or an 
Oleandomycin—Penicillin Mixture 

H. F. Dow inc, M. MeEtLopy, M. H. Lepper, and 
G. G. Jackson. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.] 81, 329-339, March, 
1960. 1 fig., 17 refs. 


Hitherto investigations of the role of pathogenic bac- 
teria in chronic bronchitis and in bronchiectasis have 
been confined to the Netherlands, where they originated, 
and to Great Britain, the one paper published in the 
U.S.A. in 1954 probably owing its inception to the tem- 
porary presence there of a British worker. 

In this first all-American account of similar work, from 
the University of Illinois Research and Educational Hos- 
pitals, Chicago, the principal findings of the European 
investigations are substantially confirmed. Of a total 
of 23 patients, one group received continuously 2 g. of 
tetracycline, another group 2 g. of a combination of 
oleandomycin and penicillin, a third group 1,600,000 
units of benzylpenicillin, all divided in four doses daily, 
and a fourth group indistinguishable dummy capsules 
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containing sucrose. From these 23 patients a total of 
301 sputum specimens was investigated bacteriologically. 
Haemophilus influenzae was the microorganism most 
frequently isolated from patients either untreated or 
receiving penicillin. Of the patients receiving either 
tetracycline or the oleandomycin-—penicillin combination 
the number from which H. influenzae was isolated was 
much smaller, the difference being highly significant 
statistically. The proportion of patients from whom 
pneumococci were isolated was only three-fifths as great 
as that of patients with H. influenzae, and the incidence 
of this organism could be reduced significantly by all 3 
therapeutic agents. No other pathogenic organisms 
were found in any significant numbers. 

Staphylococci isolated from the sputa of treated 
patients showed no evidence of any increase of resistance 
to penicillin, oleandomycin, or erythromycin, but there 
was a Statistically significant increase of staphylococci 
resistant to tetracycline. On the other hand H. influenzae 
strains isolated before and after therapy showed no 
significant increase of resistance to any of the drugs used. 

[Isolation of H. influenzae might have been consider- 
ably more frequent had the authors used heated blood 
instead of fresh blood agar plates.] K. Zinnemann 


976. Pulmonary Manifestations of Staphylococcal 


Pyaemia 
D.R. Hay. Thorax [Thorax] 15, 82-88, March [received 
May], 1960. 10 figs., 6 refs. 


The author has studied in detail the natural history of 
pulmonary disease due to staphylococcal pyaemia as seen 
at Christchurch Hospital, New Zealand, between 1957 
and 1959 in 33 patients (20 male and 13 female) out of a 
group of 73 with staphylococcal septicaemia or pyaemia 
proved by blood culture; involvement of the lungs was 
diagnosed during life in 26 cases. 

Early symptoms of the pulmonary disease were pleu- 
ritic chest pain of one to 3 days’ duration (the most fre- 
quent symptom), cough, purulent sputum, and breath- 
lessness. Of the early physical signs an increase in the 
rate and character of breathing was the most often 
observed, followed in order by short-lived “ scattered 
rales”’ in one or both lungs, signs of consolidation, 
pleural friction, shock, pleural effusion, and pneumo- 
thorax. It was noteworthy that (1) [as is well known] 
outstanding symptoms of pulmonary disease were un- 
usual, wirespread radiological changes being frequently 
present in the absence of cough or sputum and with only 
minor abnormal physical signs in the lungs; (2) few 
patients produced sputum; (3) haemoptysis did not 
occur as a late symptom; (4) pneumothorax developed in 
4 patients, 2 of whom were infants with fatal umbilical 
infection; and (5) empyema was found in only one case. 

In 23 patients with a positive blood culture radiographic 
abnormalities were observed either before or at the time 
culture was taken. The earlier radiological signs of 
disease consisted in oval or round, low-density shadows 
varying from 0-5 to 1-5 cm. in diameter situated peripher- 
ally and usually in the middle zones of the lungs. In 
some cases only one opacity was visible in the first 
radiograph, this giving rise to interpretive difficulties, 


but further films taken within one to 4 days revealed 
either new lesions or less often an increase in size of the 
previously observed solitary shadow. The author stresses 
that in patients with a history suggestive of staphylo- 
coccal septicaemia these minor lesions are most significant 
and may point to the correct diagnosis, which may have 
to be confirmed by repeated radiography. In the 
majority of cases the most advanced consolidation was 
observed about the Sth day, although all the patients 
had received appropriate antibiotics from the time of the 
earliest radiograph or before. Small “‘ cavities ’’ or cysts 
appeared in the majority of patients with these pyaemic 
lesions and they too were round or oval, thin-walled, 
air-containing, about 1-0 to 1-5 cm. in diameter, were 
situated at the lung periphery in close relation to the 
pyaemic infarcts, and were usually multiple. Fluid 
levels were rare. These cysts usually developed about 
the 7th day and later disappeared without trace, thus 
supporting the view that they are probably due to regional 
obstructive emphysema near pyaemic infarcts. Occa- 
sionally they may coalesce to form bullae which, should 
they rupture, may lead to pneumothorax. Resolution 
of these radiological abnormalities was usually almost 
complete within 2 to 3 months. [Bronchography was 
not performed at any stage.] 

At necropsy, carried out in 15 cases, metastatic 
abscesses were visible to the naked eye and were charac- 
teristically subpleural and unrelated to major bronchi. 
In the early stages these lesions consisted of discrete areas 
of haemorrhagic consolidation, the centre of which later 
became necrotic and finally purulent. Small air-filled 
cysts were observed in relation to the abscesses in several 
patients. Microscopy revealed that the foci of inflam- 
mation and suppuration were related to the blood vessels, 
in which septic thrombi were frequently found. Colonies 
of staphylococci were seen in stained sections. The pul- 
monary lesions were rarely the cause of death. 

[This paper does excellent service in focusing attention 
on the lungs for the valuable (if almost silent) clues which 
they may furnish to the presence of staphylococcal 
septicaemia, and reaffirms the axiom that in all cases in 
which this disease is suspected early and repeated chest 
radiographs should be regarded as indispensable.] 

W. Raymond Parkes 


977. Pulmonary Emphysema: Report of 26 Cases 
followed to Death 

D. Carroii. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.] 106, 154-177, March, 1960. 
6 figs., 20 refs. 


Twenty-six patients hospitalized for pulmonary em- 
physema who had serial pulmonary function studies and 
who died are reported. The inclusion of patients who 
died ensures that the group is made up of the most severe 
cases of pulmonary emphysema. Although dyspnea, 
orthopnea, right-sided heart failure and hypercapnia are 
relatively poor prognostic signs and symptoms, death 
appears to occur at times of acute bronchial infection 
and uncontrolled heart failure. As long as infection 
and heart failure can be prevented, the patient survives. 
Once these complications supervene, vigorous treatment 
may allow the patients to survive for prolonged periods, 
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but sooner or later, a time comes where response to 
vigorous treatment fails. 

Serial physiologic studies demonstrated moderate vari- 
ations in function studies when the clinical status ap- 
peared unchanged. Such variations make an evaluation 
of therapeutic measures very difficult, except in acute 
respiratory acidosis. Three patients who had repeated 
control studies were rendered myxedematous with radio- 
active iodine. In 2 there was no clinical or physiologic 
measurement suggestive of improvement. In the third 
(who still survives) there was definite subjective improve- 
ment, but no change in the physiologic studies.— 
[Author’s summary.] 


978. Gastric Acid Secretion in Chronic Obstructive 
Pulmonary Emphysema 

P. KRAMER and B. MARKARIAN. Gastroenterology 
[Gastroenterology] 38, 295-302, March, 1960. 11 refs. 


It has been suggested that the incidence of peptic ulcer 
is “greater than normal” in patients suffering from 
chronic emphysema. On the supposition that changes in 
the carbon dioxide (CO) content of the blood affect 
gastric acid secretion the authors determined the CO, 
combining power of venous or arterial blood and the 
basal free gastric acid concentration in 25 patients with 
emphysema at the Veterans Administration Hospital, 
Syracuse, New York. No evidence was found that 
CO> retention caused hyperacidity. In the absence of 
CO> retention hyperacidity was common. The blood CO2 
level was determined in 21 of the patients and found to 
be increased in only 5. The basal free gastric acid 
concentration in the 25 patients varied from 0 to 82 
clinical units; there was no significant difference in basal 
acidity between the patients and healthy controls. 
Patients with emphysema aged 60 or over showed a ten- 
dency to secrete acid above the normal value, and the 
acid response after administration of “ histalog ” (beta- 
zole hydrochloride) was closer to that of patients with 
duodenal ulcer than to that of control subjects. 

[No control value for gastric emptying was determined 
and the volumes of gastric juice withdrawn and analysed 
varied widely from patient to patient.] Thomas Hunt 


979. Peptic Ulceration and Gastric Acid Secretion in 
Patients with Chronic Respiratory Acidosis 

M. M. Piattrs. Gastroenterology [Gastroenterology] 38, 
317-323, March, 1960. 1 fig., 17 refs. 


The relationship between gastric acid secretion and 
chronic respiratory disease was studied in male patients 
aged 40 years and over at the Royal Hospital, Sheffield. 
The author’s findings can be summarized as follows. No 
difference was observed between the rate of gastric acid 
secretion in 12 patients in whom the partial pressure 
of carbon dioxide in the arterial blood was less than 
46 mm. Hg and that in 16 patients in whom the CO, 
tension was higher than this. There was no significant 
difference between the CO tension and oxygen satura- 
tion of arterial blood in 30 emphysematous patients with 
peptic ulcer and the CO, tension and oxygen saturation 
in 89 similar patients without ulcer. Of 159 emphyse- 
matous patients with no history of heart failure, 21 (139%) 
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increased gastric acid secretion. 


had evidence of chronic peptic ulceration compared 
with 5 (19°%%) out of 26 patients with pulmonary heart 
failure and 10 (12%) out of 81 patients with other forms 
of heart disease. A study of post-mortem records also 
revealed no significant difference between the incidence 
of peptic ulceration in patients with heart disease and 
those without, whether or not the heart disease was 
associated with chronic respiratory disease. 

The findings lend no support to the view that chronic 
respiratory acidosis causes chronic peptic ulceration or 
Thomas Hunt 


980. The Incidence of Peptic Ulceration in Chronic 
Obstructive Pulmonary Emphysema: a Statistical Study 
L. Zas.ty, G. L. Baum, and J. M. RuMBALL. Diseases 
of the Chest [Dis. Chest] 37, 400-405, April, 1960. 


A statistical study of hospitalized patients indicated a 
significantly increased incidence of chronic peptic ulcer 
in chronic obstructive pulmonary emphysema. Of 478 
cases studied, 109 (22-7°%) had evidence of associated 
emphysema and peptic ulcer. A control group of 3,225 
patients of same age group without emphysema revealed 
an incidence of 2:7°%.—[Authors’ summary.] 


981. The Effect of a New Carbonic Anhydrase Inhibitor 
(Dichlorphenamide) in Respiratory Insufficiency 

A. NAIMARK, D. M. Bropovsky, and R. M. CHERNIACK. 
American Journal of Medicine [Amer. J. Med.| 28, 368- 
375, March, 1960. 4 figs., 18 refs. 


From the University of Manitoba and Winnipeg 
General Hospital the authors report a trial of the new 
carbonic anhydrase inhibitor, dichlorphenamide, in the 
treatment of 15 patients suffering from chronic respiratory 
insufficiency. Dichlorphenamide differs from acetazol- 
amide in being a much more potent inhibitor of carbonic 
anhydrase and in causing chloruresis. The addition of 
200 mg. of dichlorphenamide a day to the usual thera- 
peutic regimen of the 15 patients was followed by pro- 
nounced symptomatic improvement in 14, though 3 
complained of minor side-effects attributed to the drug. 

Respiratory function tests and blood gas analyses 
before and during dichlorphenamide therapy demon- 
strated the following effects of the drug: (1) a marked 
reduction in pCO2; (2) a rise in arterial oxygen tension; 
(3) a reduction in arterial carbon dioxide content; (4) a 
reduction in arterial pH at the beginning of treatment, 
with a tendency for this later to return towards normal; 
(5) a rise in alveolar oxygen tension; (6) an increase in 
alveolar ventilation associated with an increase in 
minute ventilation, slowing of respiratory rate, and in- 
crease of tidal volume; and (7) diuresis in 2 cases. 
Further studies were undertaken to elucidate the mechan- 
ism of the effect of dichlorphenamide on ventilation. 
The drug did not alter the ventilatory response to changes 
in arterial CO2 tension, nor was any consistent change 
noted in oxygen consumption or CO> elimination. 

The authors think that dichlorphenamide may act on 
the kidney to cause excretion of sodium bicarbonate, 
resulting in a metabolic acidosis, and on the respiratory 
centre to cause increased ventilation and lowering of 
pCO>. Bernard Isaacs 
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982. Acute Renal Failure: Eighty Cases of Renal 
Tubular Necrosis 

J. E. Kirey, S. R. Powers Jr., and R. T. Beese. New 
England Journal of Medicine [New Engl. J. Med.] 262, 
481-486, March 10, 1960. 4 figs., 15 refs. 


Experience in the management of 80 cases of acute 
renal failure is reviewed in this paper from Albany 
Hospital and Albany Medical College, New York. 
Treatment consisted in restriction of water intake to about 
400 ml. daily, prevention of infections, administration of 
at least 100 g. of carbohydrate daily and also of an ion- 
exchange resin, sodium polystyrene sulphonate, by 
mouth or rectum to reduce the serum potassium level. 
Of the 80 patients, 48 required haemodialysis, a total of 
82 treatments being given with a Kolff rotating-drum 
artificial kidney. Mental clouding was considered ‘to 
indicate the need for haemodialysis. 

Of the 57 patients in whom acute renal failure followed 
an accident or operation, 37 (65°%) died. In contrast, 
of 23 patients with acute renal failure following child- 
birth, a transfusion reaction, or chemical poisoning, 2 
(9%) died. The prognosis was not influenced by the 
duration of oliguria, but the mortality was much higher 
in patients over 40 years of age than in younger patients. 
Of the 82 dialyses performed, 4 were attended by death. 
In one case death was due to cerebral haemorrhage and 
in another to pulmonary embolism; in 2 cases death was 
sudden and unexplained. A rise in blood pressure, 
which was “‘ regarded with equanimity ”’, often occurred 
during dialysis and a bleeding tendency was observed in 
10° of the dialyses. Dawid Phear 


983. Artificial Respiration in Severe Renal Failure with 
Pulmonary Insufficiency. [In English] 

P. ERLANSON, T. LINDHOLM, B. Linpovist, and A. 
SWENSON. Acta medica Scandinavica [Acta med. scand.} 
166, 81-96, 1960. 1 fig., 19 refs. 


Severe cases of acute renal failure in Sweden are being 
increasingly referred to the University Medical Clinic, 
Lund, for treatment with the artificial kidney. Chest 
complications have frequently arisen in these patients, 
these being due to retained bronchial secretions, a dis- 
tended abdomen from ileus, shock, cerebral damage, and 
pneumonia or bronchitis. Until 1956 all such patients 
with these complications died, but since 1956 the treat- 
ment of respiratory failure by tracheotomy in 75 of these 
patients, combined with artificial positive-pressure 
respiration in 45 cases, has reduced the mortality to 70%. 
Such artificial respiration, the techniques of which are 
described, was required for an average period of 10 
days. 

The arterial blood pO2, pCO», pH, and bicarbonate 
content were usually estimated before treatment, and 
repeated estimations were made as a guide in regulating 
the Engstrém respirator. Since metabolic acidosis from 


renal failure affects the pCO2, the pO estimations were 
of more value. Bleeding from the tracheotomy wound 
or from the tracheal mucosa was troublesome, this 
resulting partly from heparinization of the blood for 
dialysis with the artificial kidney, so for this reason 
tracheotomy within 3 to 6 hours of such treatment was 
avoided as far as possible. The presence of uraemia and 
purulent bronchitis were thought also to contribute to the 
bleeding. Bronchoscopy once or twice daily was re- 
quired in 6 out of 15 cases to remove obstructing blood 
clots. Artificial respiration was usually beneficial and 
in several cases life-saving. Of 15 patients treated by 
respirator, whose cases are analysed in detail, 8 recovered. 
Artificial respiration is essential when the pO> value falls 
below 60 mm. Hg, or in patients in renal failure who have 
also severe respiratory failure due to collapse, pneumonia, 
or pulmonary oedema. David Phear 


984. Renal Papillary Necrosis: a Roentgenographic 
Study of 155 Cases. [Monograph, in English] 

N. LINDVALL. Acta radiologica {Acta radiol. (Stockh.)} 
Suppl. 192, 1-153, 1960. 58 figs., bibliography. 


985. Amyloid Disease of the Kidney and Renal Vein 
Thrombosis 

G. P. T. BARCLAY, H. M. CAMERON, and L. W. LouGu- 
RIDGE. Quarterly Journal of Medicine [Quart. J. Med.} 
29, 137-151, Jan. [received May], 1960. 6 figs., biblio- 
graphy. 


Renal vein thrombosis has long been known to be 
significantly related to renal amyloidosis although it may 
also be associated with other kidney diseases, neoplasia, 
heart disease, or severe dehydration in infancy. The 
authors briefly review 39 cases of renal vein thrombosis 
with amyloidosis of the kidneys and present 9 cases of 
their own. Renal vein thrombosis was unilateral in 
about a quarter of all the cases. In the authors’ series 
distribution of the thrombi among the main renal veins, 
major and minor venous tributaries, and glomerular 
capillaries varied considerably and organization of 
thrombus was inconstant. They discuss the possible 
causes of renal vein thrombosis, including dehydration, 
an increase in the plasma fibrinogen level in secondary 
amyloidosis, and the lessened susceptibility to normal 
fibrinolytic activity of the thrombus in the larger veins. 
They consider that the origin of the thrombus is in the 
glomerular capillaries and that the predilection of venous 
thrombosis for the kidney in amyloidosis is related to its 
unique vascular anatomy. Renal venography is not 
recommended in these cases. Anticoagulant therapy, 
which gave temporary improvement in one of the authors’ 
cases, is the only therapeutic measure currently available, 
although haemodialysis in some cases of acute disease 
might allow time for an effective collateral venous drain- 
age to develop. K. G. Lowe 
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986. ACTH-producing Pituitary Tumors following test wasnegative. Liver function tests and bone-marrow 


Adrenalectomy for Cushing’s Syndrome 
D. H. Newson, J. W. MEAKIN, and G. W. THORN. 
Annals of Internal Medicine [Ann. intern. Med.} 52, 
560-569, March, 1960. 3 figs., 8 refs. 


Ten patients, previously adrenalectomized for Cush- 
ing’s syndrome, who have subsequently developed evi- 
dence of a disturbance of the pituitary gland, have been 
studied. All of these patients were very deeply pig- 
mented. In 8 cases a tumor of the pituitary gland was 
demonstrable either by roentgenologic examination or 
by such evidence plus restricted visual fields. In 2 cases, 
markedly elevated levels of ACTH were found in associa- 
tion with deep pigmentation, but no tumor of the pituitary 
was demonstrable. In 5 of the 10 patients it has been 
possible to demonstrate a level of plasma-ACTH above 
that usually observed in Addisonian patients, or in other 
patients in whom a bilateral adrenalectomy has been 
carried out. All 5 patients who did not have elevated 
levels of plasma-ACTH, but who were deeply pigmented 
and who did have evidence of pituitary tumors following 
adrenalectomy for Cushing’s syndrome, had received 
irradiation to the pituitary gland prior to the time that the 
first plasma was obtained for ACTH assay. The average 
time from adrenalectomy to the appearance of the 
pituitary tumor has been 3 years, with a range of from 
one to 8 years, and, as noted above, pituitary histologic 
examination in 2 cases has been reported to show cells 
of a “ chromophobe type ”.—[Authors’ summary.] 


987.. A Case of Pseudohypoparathyroidism (Albright’s 
Disease). 
(6one3Hb Albright)) 


E. K. Bozapzteva. u 


Topmonomepanuu [Probl. Endokr. Gormonoter.] 6, 99-— 
104, March-April, 1960. 6 figs., 8 refs. 


The author describes a case of Albright’s disease in a 
girl aged 14 in whom the usual symptoms of dwarfism, 
sexual infantilism, coarse features, obesity, and brachy- 
dactyly were accompanied by dermal changes. The 
skin was dry, coarse, and swollen, resembling that in 
myxoedema. The teeth were retarded in development 
and there was abnormal formation of the crowns and 
roots of some groups of teeth. Hypermetropic astig- 
matism, bilateral hearing defect of conduction type, and 
suppurative otitis media were also present. The hair 
was thick, but the mother reported that hair and nails 
grew very slowly. Since the age of 12 the patient had 
suffered from epileptiform seizures, sometimes with 
incontinence of urine. There was no history of similar 
cases in the family, but the patient was an only child. 

The electrocardiogram showed prolongation of Q-T. 
The blood picture was normal. The blood cholesterol 
level was 215 mg. per 100 ml. Chvostek’s, Trousseau’s, 
and Erb’s signs were positive, but the Eilsworth-Howard 


biopsy showed no abnormality. Radiography re- 
vealed calcification of the basal ganglia. Histologically 
the skin changes involved both dermis and epidermis. 
Hyperkeratosis was accompanied by atrophy of all 
layers of the epidermis, while the elastic fibres of the 
dermis were thickened and broken. Moderate round- 
celled infiltration of the dermal vessels was observed, and 
the papillary layer of the dermis was sclerosed and 
thinned; the sebaceous and sweat glands were atrophied. 
Treatment with thyroidin, phenobarbitone, and a 
high-calcium diet caused improvement, but the re- 
sponse to dihydrotachysterol was much greater, with 
cessation of the epileptiform fits, softening of the skin, 
and return to normal of calcium and phosphorus meta- 
bolism. The sight also improved and the patient became 
much calmer. It is suggested that the simultaneous 
involvement in this case of the thyroid and parathyroid 
glands was probably the result of a primary lesion of the 
diencephalo-hypophysial system. The chondrodystro- 
phic changes and the widespread involvement of the 
connective tissue, especially elastic tissue, which are not 
found in pure hypoparathyroidism or hypothyroidism, 
point to a deep-seated disturbance of the whole organism 
which is difficult to explain on the basis of purely func- 
tional disorder of the parathyroid gland or the kidneys. 
It is interesting that in spite of the fact that juvenile 
myxoedema and pseudoparathyroidism with pronounced 
tetany and epileptiform seizures usually lead to severe 
mental retardation, in this case the mental development 
corresponded to a low level of normal intelligence but 
not to imbecility. L. Firman-Edwards 


988. Defects of Water Reabsorption and of Hydrogen- 
ion Excretion by the Renal Tubules in Hyperparathyroid- 
ism 

P. FourMAN, B. McConkey, and J. W. G. Smitu. 
Lancet [Lancet] 1, 619-623, March 19, 1960. 4 figs., 
25 refs. 


This report from the Royal Infirmary, Cardiff, describes 
a study of the two renal tubular functions of water re- 
absorption and hydrogen ion excretion in patients with 
hyperparathyroidism. It has long been known that one 
of the most serious effects of hyperparathyroidism is 
renal damage from calcification, stone formation, and 
infection. Many observers have also noted polyuria to 
be a symptom of this disorder, attributing it to the hyper- 
calcaemia, but there is some evidence that parathyroid 
hormone may directly impair the renal tubular reabsorp- 
tion of water. 

The authors have therefore tested these renal tubular 
functions in 6 patients with hyperparathyroidism, 4 of 
whom had renal calculi, and in 3 patients without hyper- 
parathyroidism, of whom 2 had renal calculi. Two tests 
demonstrated that patients with hyperparathyroidism did 
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not reabsorb water normally. (1) The response to 
dehydration. When the patients were deprived of water 
for 18 to 22 hours they failed to form urine of normal 


concentration, the maximum osmolarity of the urine 


ranging from 405 to 550 mOsm. per litre, whereas in 
normal subjects this value exceeds 700 mOsm. per litre, 
and is often greater than 1,000 mOsm. per litre. (2) The 
response to vasopressin during osmotic diuresis. The 
normal response to administration of vasopressin during 
osmotic diuresis produced by infusion of a 25% solution 
of mannitol is that the urine remains more concentrated 
than the plasma and this result was obtained in the 2 
patients with stone in the kidney but without hyper- 
parathyroidism. In the patients with hyperparathyroid- 
ism the osmolarity of the urine fell below that of the 
plasma. 

The urinary excretion of hydrogen ion was determined 
by measuring the pH, titratable acidity, and ammonia 
content in hourly specimens of urine after the ingestion 
of 0-1 g. of ammonium chloride per kg. body weight. 
Excretion was found to be normal in the patients without 
hyperparathyroidism, even in the 2 with renal calculi, 
and also in the hyperparathyroid patients without stones. 
But in patients with both hyperparathyroidism and stones 
in the kidney the excretion of hydrogen ion was strikingly 
defective. 

The authors suggest that if this result is confirmed it 
would form the basis of a most helpful diagnostic test. 
A diagnosis of hyperparathyroidism in patients with 
renal stones is at present often based almost entirely on 
a demonstration of a raised serum calcium level. A 
defect in hydrogen ion excretion by the renal tubules is 
easily shown, and would be valuable confirmatory 
evidence. Kenneth Stone 


989. Comparative Data on the Biosynthesis of Corti- 
costeroids in vitro in Normal and Pathological Adrenal 
Tissue. O 6HOCHHTE3SE KOp- 
in vitro B HOpMe MaTONorHH 

N. A. Jupaev and M. A. Krenova. 


u Topmoxomepanuu [Probl. Endokr. 
Gormonoter.] 6, 43-51, March-April, 1960. 16 refs. 


It has been found that biosynthesis of corticosteroids 
by adrenal tissue continues after its removal from the 
body for periods up to 6 hours. In this investigation 
all the tissues were received not more than 2} hours 
after removal, when slices were at once incubated at 
37°C. in Krebs-Ringer bicarbonate medium in an 
atmosphere of 95°% oxygen and 5°% carbon dioxide with 
the various substrates (progesterone and deoxycortico- 
sterone) which had been prepared previously. The 
resulting steroids were separated and estimated chromato- 
graphically by Bush’s Method B5. A secondary chromo- 
gram was obtained by Method B3 of those steroids 
beyond the corticosterone band. 

The quantity of corticosteroids found in non-incubated 
tissue was small—not more than 10 mg. per g. of tissue. 
In incubated tissue, however, it amounted to 6-0 mg. 
of 17-oxycorticosterone and 25-6 mg. of corticosterone 
per g. of tissue. The addition of progesterone increased 


Z 


the amount of steroid produced, that in normal tissues 
consisting mostly of corticosterone; in adrenal glands 
removed from patients with Cushing’s disease more 
hydrocortisone was formed. These adrenal glands also 
synthesized much larger amounts of 17-ketosteroids, and 
the amount was still further increased on the addition 
of progesterone, suggesting that this substance forms a 
basis for their synthesis in vivo as well as in vitro. In 
adrenal tissue from 3 patients with Cushing’s disease 
with hirsutism large quantities of 17-«-oxyprogesterone 
were produced on incubation with progesterone, but 
no such result was obtained with tissue from 2 cases of 
typical Cushing’s disease without hirsutism. In one 
case of cancer the activity of 11 B- and 21-hydroxylase 
and 3 a-oxydehydrase was much deranged, and synthesis 
was minimal. In all cases of Cushing’s disease 44- 
androstene-118-ol-3:17-dione was synthesized again in 
larger quantities in the presence of progesterone. 
L. Firman-Edwards 


THYROID GLAND 


990. Diagnostic Limits for Thyroidal Radioiodine Up- 
take Rates 

T. H. Oppre, I. D. THomas, F. F. RUNDLE, J. MYHILL, 
and B. Catr. Journal of Clinical Endocrinology and 
Metabolism [J. clin. Endocr.] 20, 389-400, March, 1960. 
5 figs., 8 refs. 


Pointing out that determination of the rate of uptake 
of radioactive iodine (1311) by the thyroid gland measures 
only one aspect of thyroid function, the authors report, 
from the Royal North Shore Hospital, Sydney, a study 
of uptake rates in 1,116 Australian men and women of 
European extraction, of whom 963 were euthyroid 
subjects (including 528 with simple goitre), 108 had 
hyperthyroidism, and 45 hypothyroidism. 

It was found that in these Australians the mean uptake 
of 131 was higher than the values reported in Great 
Britain and North America, presumably implying 
a state of relative iodine deficiency. The normal range 
of uptake for this local population was also analysed 
according to sex, age, and size of the thyroid gland. This 
showed that the mean uptake for men and for women 
over the age of 45 decreased with increasing age; in 
women under 45, however, the mean uptake remained 
practically constant. Where it was statistically possible 
to compare the uptake in euthyroid patients of similar 
sex and age, the rate of uptake was shown to be signifi- 
cantly higher in those with simple goitre. 

A further analysis was made to illustrate the degree of 
diagnostic accuracy which can be attained by perform- 
ance of the thyroid uptake test alone. The authors 
show that by this test it is possible to make an over-all 
correct diagnosis in 769% of cases—that is, in 48% of 
hyperthyroid, 78°% of euthyroid, and 96% of hypothyroid 
cases, while an incorrect diagnosis would be made in 
only about 2% of hyperthyroid patients and in 0-2°% of 
the normal cases. In the remaining 24% the results 
would have to be confirmed by other investigations. It 
is stressed that the values here reported are valid only in 
the absence of previous thyroid medication. Plotting 
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of the distribution curve of all the 1,116 uptake rates 
showed that this was bimodal, the second peak repre- 
senting the hyperthyroid patients. This would suggest 
[to some authorities at least] that hyperthyroidism is a 
true disease entity rather than an extreme of normal 
function. H.-J. B. Galbraith 


991. Radioactive Iodine Studies in the Diagnosis of 
Hashimoto’s Thyroiditis 

I. P. C. Murray and E. M. McGrer. British Medical 
Journal (Brit. med. J.| 1, 838-841, March 19, 1960. 
4 figs., 15 refs. 


From Glasgow Royal Infirmary the authors report 
the results of investigations with radioactive iodine 
(‘311 on 41 patients with Hashimoto’s thyroiditis, 18 of 
whom were euthyroid and 23 hypothyroid. The diagno- 
sis was confirmed in all cases either histologically or by 
biochemical abnormalities and positive results of precipi- 
tin tests. The 24- or 48-hour thyroid 131I uptake was 
measured and the serum protein-bound (P.B. 
concentration 48 hours after the oral administration of 
25 pc. of 1311 was determined. Scanning of the neck 
was carried out with a shielded end-window Geiger 
counter. 

In 2 of 18 euthyroid patients the 131!I uptake was greater 
than 50% and in 13 of 23 hypothyroid patients it was 
greater than 19%. In 12 hypothyroid and 12 euthyroid 
patients the serum P.B. 13!I level was greater than 0-3°%% 
of the dose per litre. Scanning showed that the uptake 
of 131] appeared to be uniform throughout the thyroid. 
In all of 7 patients who were given 600 mg. of potassium 
perchlorate by mouth 30 minutes after the intravenous 
administration of 25 pe. of 13!I a partial discharge of 
131] resulted. The administration to 6 euthyroid patients 
of 0-2 to 0-3 mg. of sodium L-thyroxine daily for periods 
of 10 days to 20 weeks apparently caused suppression of 
131] uptake in all cases. 

It is suggested that the use of all these tests is helpful 
in the diagnosis of Hashimoto’s thyroiditis. 

K. E. Halnan 


992. Subacute Granulomatous Thyroiditis: a Review 
F. U. Sremperc. Annals of Internal Medicine [Ann. 
intern. Med.| 52, 1014-1025, May, 1960. Bibliography. 


993. 


Ocular Changes in Graves’ Disease: a Long-term 
Follow-up Study 

I. B. Hates and F. F. Runpie. Quarterly Journal of 
Medicine (Quart. J. Med.) 29, 113-126, Jan. [received 


May], 1960. 1 fig., 16 refs. 


At the Royal North Shore Hospital, Sydney, the 
ocular changes in Graves’s disease after a lapse of 15 
years were studied in 104 patients for whom the original 
records and measurements were available for analysis. 
Exophthalmos was considered to be present if one of the 
following three criteria was satisfied: (1) a Hertel exoph- 
thalmometer reading equal to or greater than 23 mm.; 
(2) an exophthalmometer reading greater than the average 
found in normal subjects (16-9+ 1-8 mm.) in association 
with the characteristic eye signs—lid retraction, ophthal- 
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moplegia, or gross lid swelling; (3) a clear history of 
bulging of the eyelids with an exophthalmometer reading 
greater than 21 mm. The presence or absence of oph- 
thalmoplegia and lid retraction was also noted. Of the 
104 patients, 59 had suffered from exophthalmic goitre, 
8 from an ophthalmic form of Graves’s disease, and 37 
had been hyperthyroid but had shown no eye signs. 
Exophthalmometry showed that in 75 patients the 
prominence of the eyes was unchanged, in 24 it had 
increased by more than 2 mm., and in 5 the eyes had 
receded by more than2mm. In 3 patients exophthalmos 
was much worse, and in one in whom eye signs were 
previously absent severe exophthalmos had developed. 
Ophthalmoplegia had also remained unchanged in about 
two-thirds of patients, but lid retraction had disappeared 
in 60°% of patients so affected, while in others it had gener- 
ally decreased in extent. The results indicate that in 
most patients exophthalmos remains static after reaching 
a maximum in the early stage of the disease. The cos- 
metic improvement with treatment results from a 
decrease in lid retraction and from recovery of muscle 
power so that squint can be overcome. 
M. C. G. Israéls 


994. A Clinical Study of Thyroid Storm 

S. S. WALDsTEIN, S. J. SLopk1, G. I. KAGANIEC, and D. 
Bronsky. Annals of Internal Medicine [Ann. intern. 
Med.| 52, 626-642, March, 1960. 39 refs. 


The clinical manifestations of 21 episodes of thyroid 
crisis which occurred in 20 patients seen at the Cook 
County Hospital, Chicago, between 1955 and 1958 are 
described. There were 6 deaths. Criteria for diagnosis 
were accentuation of the signs of hyperthyroidism accom- 
panied by pyrexia of at least 100° F. (37-8°C.), but 
ranging in 12 cases from 103° F. to 106-8° F. (39-4° C. to 
41-55° C.), and marked tachycardia (ventricular rate up 
to 170 per minute). In one patient the crisis occurred 
after thyroidectomy. The age and sex distribution did 
not differ markedly from that in 159 thyrotoxic patients 
observed during the same period. In 12 cases one or 
more precipitating factors could be identified, including 
various infections, cessation of thiouracil therapy, pal- 
pation of the thyroid gland, and pre-eclampsia following 
caesarean section or forceps delivery. Mental disturb- 
ances were observed during the crisis, 6 patients being 
frankly psychotic. 

With intensive treatment, which included general mea- 
sures to control hyperpyrexia and hydration and, 
specifically, administration of sodium iodide in a daily 
dosage of 1 to 3 g. intravenously, 600 to 1,000 mg. of 
propylthiouracil by mouth daily, 2-5 mg. of reserpine 
every 4 to 8 hours, and 100 to 300 mg. of hydrocortisone 
intramuscularly, most of the 15 survivors responded 
within 12 hours, the whole episode being under control 
within 3 days. 

In the fatal cases the course lasted an average of 7 days, 
death being due to such complications as suppurative 
parotitis, rheumatic pancarditis, adrenal insufficiency, 
and toxic hepatitis. The authors state that although the 
over-all mortality was high (28-6°%), it was lower than in 
most previously reported series. They consider that 
reserpine and the corticosteroids are useful additions to 
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ithe management of these cases. The importance of 
prompt treatment of all cases of thyrotoxicosis to prevent 
thyroid crises is emphasized. H. F. Reichenfeld 


DIABETES MELLITUS 


995. Renal Function and the Oral Treatment of Dia- 
betes. (Nierenfunktion und orale Diabetes-Behandlung) 
N. HiUmmer, M. LEHRNBECHER, and J. MOELLER. 
Deutsche medizinische Wochenschrift [Dtsch. med. 
Wschr.] 85, 501-506, March 25, 1960. 9 figs., 38 refs, 


The increasing use of oral therapy in diabetes has drawn 
attention to its possible harmful side-effects. Renal 
function is of particular interest in this respect. Another 
possibility is that the oral hypoglycaemic agents are able 
to influence favourably renal complications which appear 
with advancing age. Though damage to the kidneys 
has not been reported with certainty from the use of 
carbutamide or tolbutamide, kidney diseases are still 
regarded by some authors as a contraindication to the 
therapeutic use of sulphonylurea compounds. The 
authors of the present paper from the Medical Clinic of 
the University of Wiirzburg, on determining the sul- 
phonamide levels in the blood of diabetics with reduced 
renal function, found that cumulation of the drug pro- 
duced a pronounced hypoglycaemia. Renal function 
tests as an additional aid in evaluating the therapeutic 
response to oral administration are therefore of consider- 
able interest. Renal function in both non-diabetics and 
diabetics, as determined by measurement of endogenous 
creatinine clearance, shows certain changes and peculiari- 
ties according to age. The glomerular filtration values 
in juvenile diabetics up to the age of 40 years are higher 
than the normal findings in non-diabetics with normal 
kidneys. Later in life they become equal to the latter 
and still later somewhat reduced values are found. 

The present authors have endeavoured to clarify three 
fundamental questions: (1) Whether renal function 
during the oral administration of sulphonamides differs 
from that in cases under insulin therapy. (2) The re- 
sponse of diabetics to oral therapy in relation to renal 
function. (3) The significance of the rate of elimination 
of carbutamide (chosen for testing as its elimination is 
slower than that of tolbutamide and it is therefore more 
suitable for clearance tests) and glomerular filtration in 
the response to the oral therapy of diabetes. For many 
months they observed 100 diabetic patients, of whom 43 
were treated with insulin, 19 with diet only, and 38 with 
either carbutamide or tolbutamide. From these observa- 
tions they concluded—in common with other workers— 
that neither oral nor insulin therapy has any adverse 
effect on renal function. On the contrary, renal function 


_improved in several cases treated orally, just as improve- 


ment can be expected from insulin therapy. The authors 
also found an interrelation between the glomerular filtra- 
tion rate and a favourable therapeutic response to oral 
therapy (with only two exceptions) as long as the filtra- 
tion rate remained under 110 ml. per minute. Juvenile 
diabetics, do not, in general, respond well to oral treat- 
ment because they have a higher glomerular filtration 
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corticoid excretion values, and the authors suggest that 


rate. When the therapeutic response is favourable the 
elimination of free carbutamide is distinctly reduces con- 
comitantly with the diminishing glycosuria. The amount 
of residual nitrogen is an indication of the success or 
failure of oral therapy. An increase to 5 mg. per 100 ml. 
promises success. Progressive nephropathy reduces the 


’ elimination of glucose and results in urine of lower 


concentration. Robert E. Lister 


996. Metabolic and Endocrine Aspects of Diabetic 
Nephropathy 

M. N. Et MAnALLAwy, M. S. Sasour, L. M. OsMAN, 
and S. H. Sapex. British Medical Journal (Brit. med. J.} 
1, 674-681, March 5, 1960. 9 figs., bibliography. 


It has been observed that certain metabolic and 
endocrine abnormalities may occur in patients with dia- 
betic retinopathy or nephropathy, and the present 
authors, from Ein-Shams University, Cairo, report their 
findings in 65 diabetic patients on whom full clinical 
assessment, renal biopsy, and multiple laboratory in- 
vestigations were carried out. The methods are de- 
scribed. In 56 of the cases there were sufficient clinical 
data to permit division into 4 groups as follows: 
(1) 15 patients free of diabetic complications; (2) 20 
patients with evidence of arteriosclerosis but without 
diabetic or hypertensive retinopathy; (3) 2 patients with 
diabetic retinopathy; and (4) 19 patients with both 
nephropathy (proteinuria) and diabetic retinopathy. 

The patients with nephropathy showed hypoalbumin- 
aemia and hyperglobulinaemia. The former has usually 
been regarded as being secondary to the proteinuria, but 
the authors point out that this cannot be the sole mechan- 
ism, since they noted a lowered serum albumin level in 
certain of their patients with vascular complications but 
without proteinuria. The mean serum cholesterol level 
was raised in the patients with nephropathy compared 
with that in the other groups. The serum polysaccharide 
content was also raised in diabetic patients with degenera- 
tive vascular disease but not necessarily also with evidence 
of renal damage. It is suggested that the disturbance in 
polysaccharide metabolism may be related to the develop- 
ment of some of the pathological lesions in the kidney. 
Serum electrolyte studies showed normal serum sodium 
levels in Groups 1, 2, and 3, but the patients with nephro- 
pathy showed hyponatraemia; however, it is noted that 
treatment of the oedema in these cases may have been 
partly responsible for the lowered sodium levels. Hyper- 
kalaemia was present in patients with nephropathy and 
renal failure. Increased glucocorticoid activity, as evi- 
denced by excessive urinary 17-hydroxycorticosteroid 
excretion, was demonstrated in the patients with retino- 
pathy and nephropathy (Groups 3 and 4). The results 
of vitamin-B;2 absorption tests showed that diabetic 
patients without complications retained more of a test 
dose of the vitamin than did normal subjects, suggesting 
that diabetics may suffer from deficiency of this vitamin. 
On the other hand diabetics in ketosis and those with 
advanced hyaline and fibrinoid renal lesions excreted 
the greater part of the test dose. These two groups of 
diabetics are those with the highest urinary 17-hydroxy- 
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excessive glucocorticoid activity is the probable cause of 
the inability of the diabetic patient with nephropathy to 
retain vitamin B;2 even though an actual deficiency exists. 

They conclude that their findings lend support to the 
view that the renal lesions in diabetes are due to a series 
of metabolic and endocrine disturbances, and postulate 
that the lesions of diffuse and nodular glomerulosclerosis 
are due to disturbed carbohydrate metabolism resulting 
in increased serum polysaccharide levels, while the 
hyaline fibrinoid lesions are probably related to the dis- 
turbed lipoprotein metabolism, excessive glucocorticoid 
activity, and inability to retain vitamin Bj2. 

John Lister 


997. Tolbutamide-induced Improvement in Carbo- 
hydrate Tolerance of Young People with Mild Diabetes 
Mellitus 

S. S. Fasans and J. W. Conn. Diabetes [Diabetes] 9, 
83-88, March-April, 1960. 4 figs., 17 refs. 


The authors describe, from the University of Michigan, 
Ann Arbor, the effect of therapy with the sulphonylurea 
tolbutamide on the carbohydrate tolerance of 14 young, 
non-obese, diabetic patients with mild asymptomatic 
disease who ranged in age from 11 to 35 years. The 
results of glucose tolerance tests carried out on these 
patients and the blood glucose levels observed are 
reported in detail. Tolbutamide was given in a dosage 
of 0-5 g. twice daily and the patients maintained on a 
diet containing 225 to 250 g. of carbohydrate daily. 
Glucose tolerance tests were repeated at intervals of 2 to 
4 months for as long as 27 months after starting treat- 
ment; the critical blood glucose levels are discussed. 

In 7 patients in whom the fasting blood glucose level 
ranged from 79 to 113 mg. per 100 ml. the glucose toler- 
ance test became normal within 2 to 4 months of adminis- 
tering tolbutamide. The results of the cortisone— 
glucose tolerance test was abnormal in 5 and normal in 
one of 6 patients so tested. In a further 6 of the 14 
patients there was improvement in glucose tolerance 
after tolbutamide therapy; in 4 of these the improvement 
was maintained after the drug had been withheld for 
one or 2 days, but in the other 2 subjects improvement 
could be shown only when the last dose of tolbutamide 
was given the evening before the test. Furthermore in 
these 6 patients the improvement in carbohydrate toler- 
ance resulted from more prolonged administration of 
tolbutamide than was necessary in the first group of 7. 
In the 14th patient in the series, who was known to have 
been diabetic for 9 years, there was no improvement in 
glucose tolerance during 15 months of treatment, al- 
though the fasting blood sugar level returned to normal. 

The authors conclude that the carbohydrate tolerance 
of young patients with mild asymptomatic diabetes may 
be greatly improved by administration of tolbutamide. 
They consider that the return of the glucose tolerance 
curve to normal and the occurrence of fasting hypo- 
glycaemia in one patient and of post-glucose hypogly- 
caemia in others all suggest that increased insulin secre- 
tion is an important effect of tolbutamide. They point 
out, however, that in several of their patients tolbutamide 
was administered for periods up to 13 months before 
carbohydrate tolerance became normal. In their view 
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further studies are required to determine whether pro- 
longed treatment with the sulphonylurea drugs can pre- 
vent decompensation of islet-cell function in young 
diabetics with mild disease, since in the light of present 
knowledge it would seem that in order to achieve this 
the diabetes must be discovered and treated at a time 
when islet-cell function can still be augmented. They 
note that this view is consistent with the finding of 
Maclean and Ogilvie (Diabetes, 1959, 8, 83; Abstr. Wid 
Med., 1959, 26, 303), who showed that the islets of 
Langerhans and the proportion and weight of islet-cell 
tissue were greater in young patients with acute diabetes 
than in more “ chronic ”’ diabetics. John Lister 


998. Carbutamide in Diabetes: Report of a Long- 
term Trial, with Special Reference to Late Failures 

A. MARKKANEN, M. OKA, and P. Pe.tora. British 
Medical Journal [Brit. med. J.] 1, 1089-1091, April 9, 
1960. 13 refs. 


The results of long-term administration of carbutamide 
by mouth in the treatment of diabetes are described in 
this paper from Kivelé Hospital, Helsinki. Of 262 
patients who received this drug by mouth for 28 to 42 
months, 148 had been treated previously by diet alone 
and 114 with insulin. Carbutamide failed to control the 
diabetes during the first month of treatment in 27 (18°%) 
of the patients previously treated by dietary restriction. 
Later 46 of the patients in this group (37% of those in 
whom carbutamide was originally successful) became 
unresponsive to the drug. Of the 114 patients previously 
treated with insulin, carbutamide failed to control the 
diabetes during the first month in 64 (56%). Of the 
remainder, 25 (50%) failed to respond at a later stage, in 
some instances up to 3 years after the start of carbutamide 
therapy. The authors suggest that failures during long- 
term oral treatment may indicate a gradual disappearance 
of response to carbutamide. Side-effects were infre- 
quent, although dermatitis was noted in 5-2% of the 262 
patients. ‘ I. McLean Baird 


999. Effect of Carbutamide on Hepatic Glycogenolysis 


Activated by Glucagon: a Study Using Hepatic-vein 
Catheterisation in Non-diabetic Subjects 

E. S. Ecext and H. Atp. Lancet [Lancet] 1, 803-804, 
April 9, 1960. 7 refs. 


In a study of the effect of carbutamide on hepatic 
glycogenolysis activated by glucagon, carried out at the 
University of Istanbul on 10 male non-diabetic subjects 
by means of catheterization of the right lobe of the 
liver, the hepatic-vein-finger-capillary difference in blood 
glucose level was determined first in 2 subjects before 
and after the injection of 1 mg. of glucagon intravenously 
and similarly in the four other pairs of subjects, who 
received respectively 3 g. of carbutamide simultaneously 
with, and 10, 20, and 30 minutes after, the glucagon 
injection. Carbutamide inhibited the glycogenolytic 
action of glucagon by lowering the hepatic-vein-capillary 
blood glucose difference to below the normal value, 
and was effective in so doing whether administered at 
the same time as the glucagon or at intervals up to 
30 minutes later. F. W. Chattawav 


"Bice 
Pint 
ae 
4 
e 
4 
F 


1000. One Hundred Cases of Scapulo-humeral Peri- 
arthritis. (A propos de 100 cas de périarthrite scapulo- 
humeérale) 

R. Junet. Schweizerische medizinische Wochenschrift 
[Schweiz. med. Wschr.] 90, 313-316, March 12, 1960. 
4 figs. 


A short study of the clinical features and treatment of 
100 cases of scapulo-humeral periarthritis is presented. 
The incidence of this condition is high, constituting 15°% 
of all cases of rheumatological disorders. It occurs 
twice as often in women as in men. It is unilateral in 
71% of cases (right in 50°%, left in 21°%) and bilateral in 
29%. Associated in one case in every 3 with osteoarth- 
ritic manifestations, scapulo-humeral periarthritis may 
be regarded as a “tendinous” form of degenerative 
rheumatism. The evolution varies greatly from one 
case to another. 

In regard to treatment the corticosteroids by the oral 
route should be reserved for very painful cases and 
should be administered for short periods only. Hydro- 
cortisone and the other injectable steroids may be intro- 
duced into the scapulo-humeral joint, but preferably 
into the subacromial bursa. Since 1944 the author has 
used progressively increasing doses of tuberculin adminis- 
tered subcutaneously at weekly intervals. The results 
have been good on the whole, with few failures (5°). 
Undesirable secondary effects are rare and not dangerous. 


_ The therapeutic effect is attributed to stimulation of the 


adrenal cortex as indicated by Thorn’s test—[From the 
author’s summary.] 


1001. Results Obtained by the Administration of Sul- 
phoxyphenylpyrazolidine (G 28 315) in 25 Cases of Gout. 
(Résultats ‘obtenus par l’administration de sulfoxy- 
phényl-pyrazolidine (G. 28 315) chez vingt-cing goutteux) 
H. Serre, L. Simon, and J. Criaustre. Montpellier 


_ médical [Montpellier méd.] 56, 211-231, Nov., 1959 


[received April, 1960]. 7 figs., 10 refs: 


The beneficial effect of salicylates and of probenecid 
in the treatment of chronic gout is well known. How- 
ever, the effective dose of salicylates is close to the level 
of intolerance, and probenecid at times causes side- 
effects such as skin eruptions and gastric disturbance. 
Phenylbutazone is effective in acute gout, but its uri- 
cosuric effect is feeble. 

In this paper from the University of Montpellier the 
authors describe the synthetic substance sulphoxyphenyl- 
pyrazolidine (G 28 315), a derivative of phenylbutazone, 
which has been shown to be strongly uricosuric. It isa 
white crystalline substance and is available for therapeutic 
use in tablets of 50 and 100 mg. They have employed 
this drug since 1958, and here report their results in 25 
cases of gout and in 6 control subjects. The following 
dosage schemes were tried, the daily amounts being 
given in 4 equal doses at 3-hourly intervals: (1) 400 mg. 
daily for 8 days followed by 600 mg. daily for the next 8 
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days; (2) 800 mg. daily for 8 days and then 1,200 mg. ° 
daily for 8 days; (3) 400 mg. daily for 5 days, 600 mg. 
daily for another 5 days, and 800 mg. daily for the last 
5 days; and finally (4) 800 mg. daily for periods ranging 
from 12 to 30 days. At each dosage level the blood and 
urinary uric acid concentrations were determined. 

The best results were obtained by the administration 
of 800 mg. daily, nothing being gained by using a higher 
dose. In the patients receiving this dosage the mean 
blood uric acid level, which before treatment was 5-73 
mg. per 100 ml., fell during treatment to 3-36 mg. per 
100 ml. The initial mean urinary uric acid excretion 
was 751 mg. in the 24 hours, but during treatment this 
increased to a mean of 1,175 mg. per 24 hours. No such 
uniform response followed in the controls tested. A 
comparison with probenecid was made in one case only, - 
in which under treatment with probenecid (1 g. daily) 
the mean blood uric acid level was 3-25 mg. per 100 ml., 
but when treatment with G 28 315 was instituted in a 
dosage of 800 mg. daily the level fell after 15 days to 
2:0 mg. per 100 ml. and the urinary uric acid excretion 
rose from 741 to 932 mg. per 24 hours. 

_ The authors conclude that G 28 315 is a valuable uri- 
cosuric agent, and probably the most powerful. In every 
case the blood uric acid level was reduced to about 
4-0 mg. per 100 ml. or less. Gastric intolerance was 
never observed, and no patient suffered any toxic effects 
on the kidneys, blood, or skin. The drug did in a few 
patients precipitate an attack of acute gout. 

Kenneth Stone 


1002. Renal Involvement in Progressive Systemic Sclero- 
sis (Scleroderma) 

R. J. Levine and B. R. BosHeLt. Annals of Internal 
Medicine [Ann. intern. Med.] 52, 517-529, March, 1960. 
3 figs., 20 refs. 


The authors of this paper from Harvard Medical School 
and the Peter Bent Brigham and the Robert Breck Brig- 
ham Hospitals, Boston, describe 5 cases of scleroderma 
(progressive systemic sclerosis) in which acute renal 
failure caused death. Because the cases were selected 
no conclusions could be drawn concerning the incidence 
of renal involvement in scleroderma, but this is known 
to be present in the majority of cases examined post 
mortem. The classic skin changes of scleroderma 
were present in all 5 cases. The acute form of renal 
disease was characterized by rapidly advancing uraemia 
with, in some cases, hypertension, and death within a 
month. In one case there was evidence of preceding 
renal damage. Pathologically, the chief features were 
intimal proliferation in the small intralobular vessels, 
fibrinoid necrosis of the afferent arterioles and sometimes 
of the glomerular loops, and focal cortical infarction. In 
the more chronic form obliteration of the glomeruli and 
interstitial fibrosis occurred. Thesé features were some- 
times seen in the absence of hypertension. It is pointed 
out that lesions resembling those seen in other collagen 
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diseases have also been described in cases of progressive 
systemic sclerosis. The authors emphasize the rapidly 


_ fatal outcome in the acute form of the disease, which 


appears to be little if at all affected by any currently 
G. L. Asherson 


1003. Evaluation of Methylprednisolone, Triamcinolone, 
and Dexamethasone in the Treatment of Disseminated 
Lupus Erythematosus. (Valoracién de la metilpredni- 
solona, triamcinolona y dexametasona en el tratamiento 
del lupus eritematoso generalizado) 

J. Jaum M., R. Guerrero A., and J. HARNECKER J. 
Revista médica de Chile [Rev. méd. Chile] 88, 12-21, 
Jan. [received April], 1960. Bibliography. 


At the Hospital San Juan de Dios, Santiago, Chile, 
the authors treated 16 patients with systemic lupus ery- 
thematosus (S.L.E.) with methylprednisolone, 10 with 
triamcinolone, and 20 with dexamethasone. The num- 
bers of new patients, not previously treated with corti- 
costeroids, were 8, 5, and 7 respectively. Doses were 
varied according to symptoms and patients were trans- 
ferred to and from the corticosteroids previously em- 
ployed. While the conditions of the trial did not per- 
mit a precise comparison, no consistent superiority of 
any one of the newer corticosteroids emerged, and the 
considerable variation in patients’ response to individual 
drugs was confirmed. The authors conclude that pred- 
nisone and prednisolone have not been displaced in the 
treatment of S.L.E., but individual differences in response 
justify a trial of the various steroids available. - 

; Allan St. J. Dixon 


ACUTE RHEUMATISM 


1004. Prophylactic Use of Oral Penicillin in Rheumatic 
Fever, Chorea, and Carditis 

S. Cope, G. SANDERSON, C. A. St. HILL, and E. N. 
CHAMBERLAIN. British Medical Journal (Brit. med. J.] 1, 
913-917, March 26, 1960. 6 refs. 


The incidence of rheumatic manifestations, of inter- 
current respiratory infections, and of laboratory evidence 
of streptococcal infection was studied during a 3-year 
period at St. Joseph’s Children’s Heart Hospital, Rain- 
hill, Liverpool. Most of the children were convalescent 
from rheumatic fever. For the first year no prophylactic 
treatment was given. During the second and third years 
phenoxymethylpenicillin (penicillin V) (60 mg. twice 
daily) and benzylpenicillin (penicillin G) (200,000 units 
twice daily) respectively were given. Throat swabs were 
cultured and blood was taken for estimation of the anti- 
streptolysin-O (ASO) titre and erythrocyte sedimentation 
rate (E.S.R.) at fortnightly intervals. During the first 
year (control period) out of 38 children, 3 developed typi- 
cal rheumatic fever and 2 less definite rheumatic fever. 
During the second year one out of 40 had typical and 3 
less well-defined rheumatic fever. In the third and last 
year only one case of typical rheumatic fever occurred 
among 39 children. The cases of chorea numbered 3, 
2, and I respectively. Rheumatic carditis without other 
manifestations of rheumatic activity developed in one 
child during the second year and in one during the third. 


[Not a well-defined category: one child had a raised 
ASO titre and another erythema marginatum in addition 
to the cardiac signs, which consisted in heart failure in 
children with established valvular disease.] 

Six children developed acute bronchitis during the 
first year, 6 during the second, and 3 during the third. 
Not all children considered to have active rheumatism 
had a raised E.S.R. Group-A f-haemolytic streptococci 
were found on only a single occasion (from a child taking 
benzylpenicillin) and no~child had typical tonsillitis. 
Two children showed a prolonged rise of the ASO titre 
during the control period in addition to those considered | 
to have rheumatic fever, as did 8 during each of the two 
treatment periods. Good blood penicillin levels were 
found with phenoxymethylpenicillin, but in spite of this 
the clinical results were poor. Higher and more sus- 
tained levels were obtained with the bigger dose of 
benzylpenicillin and the results were better, though the 
difference was not significant. 

The frequency of high ASO titres in the absence of 


B-haemolytic streptococci on the throat swabs remains 


unexplained [but the throat swabs were not plated out 
fresh, but were taken to another hospital for that pur- 
pose]. 

[This paper does not deal with the general management 
of children in the convalescent stage of rheumatic fever 
or during relapses. It does appear, however, that chil- 
dren are kept in hospital for very long periods and that 
steroid treatment is not used regularly.} John Lorber 


1005. Curative and Preventive Treatment of Rheumatic 
Fever. (O pauvonanbHoi 
CHCTeMe B Tepanvuv peBMaTH3Ma) 
I. A. Kassirsku, K. P. IvANov, N. P: RyZxova, V. K. 
Kozunova, L. M. Perrova, and M. F. TARON. 
Kaunureckan Meduyuna [Klin. Med. (Mosk.)| 38, 
24-34, March, 1960. 3 figs., 14 refs. 


Rheumatic heart disease in all its stages can be success- 
fully treated on the same principles as other chronic 
allergo-infective diseases, such as tuberculosis and 
syphilis. Corticosteroid hormones in combination with 
antibiotics are the most potent therapeutic agents in 
such cases and are indicated also in the presence of 
cardiac failure, particularly in the young. 

The therapy advocated often results in remissions and 
in prevention of recurrences and of progressive lesions 
of the cardiac valves. Therapeutic failures are due to 
already established irreversible rheumatic collagenosis 
and permanent sclerosis. A. Orley 


1006. Mimetic Features of Rheumatic-fever Recurrences 
A. R. FEmNsTeEIN and M. SpaGNuoLto. New England 
Journal of Medicine [New Engl. J. Med.] 262, 533-540, 
March 17, 1960. 23 refs. 


In this paper from Irvington House and New York 
University College of Medicine an analysis is presented 
of the manifestations of recurrent attacks of rheumatic 
fever in 161 patients observed in at least one attack for 
whom accurate information about initial and subsequent 
attacks was available. In 61 of the patients, who had a 
total of 129 attacks, there was no clinical evidence of 
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carditis in the first attack and the heart remained normal 
subsequently. In 90 patients, with a total of 211 attacks, 
the heart was clinically involved in the initial attack; 
in subsequent attacks the valvular damage “* remained the 
same, recrudesced, or became worse”. The remaining 
10 patients (30 attacks) showed no cardiac involvement 
in the first attack, but were found to have a significant 
diastolic murmur in recurrent attacks: it is suggested 
that in some cases at any rate the murmur may have 
been missed in the first attack. Non-cardiac mani- 
festations of rheumatic fever were frequently repetitive 
in all patients. Joint involvement occurred in each of 
the 82 attacks in 39 patients, chorea alone in 8 attacks 
in 4 patients, and carditis alone in 20 attacks in 9 
patients. 

From their observations the authors consider that the 
major features of rheumatic fever tend to follow the same 
pattern in recurrent attacks and that this is particularly 
so in patients with valvular involvement. If valvular 
involvement is not present in the first attack it is 
unlikely to develop in subsequent attacks. In the 
majority of cases in which permanent rheumatic heart 
disease develops valvular involvement is present in the 
first attack. Changes in the P-R interval in the absence 
of a significant murmur have not the same significance. 
It is suggested that if these observations are confirmed 
it might be possible to modify advice on the duration of 
prophylaxis in certain patients, since recurrent attacks of 
rheumatic fever are particularly dangerous in those likely 
to develop carditis. C. Bruce Perry 


1007. Declining of Rheumatic Fever: a Com- 
parative Study of the Past Four Decades 

E. F. BLAND. New England Journal of Medicine [New 
Engl. J. Med.) 262, 597-599, March 24, 1960. 3 refs. 


In an attempt to determine the change which has taken 
place in the severity of rheumatic fever during recent 
years the Clinical records were studied of the first 100 
cases admitted in a first attack to the House of the Good 
Samaritan, Boston, during each of the years 1921-2, 
1930-1, 1940-1, and 1950-1. All the patients were 
under 20 years, the majority being under 10 years. 
There was a slight decrease in the incidence of carditis 
as judged by evidence of valvular disease, the incidence 
being 75°%% in 1921-2 and 60% in 1950-1. However, 
if the severity of the carditis was assessed in terms of 
cardiac enlargement there was a much more striking 
change. Of the 75 patients with carditis in 1921-2, 23 
(30%) had marked cardiac enlargement, while only 15 
(20°%) had no enlargement of the heart. By contrast, in - 
1951-2 there was no cardiac enlargement in 28 (45%) 
and only in 8 (14°) was it marked. Of the 100 patients 
admitted in 1921-2, 24 were dead. within 5 years, whereas 
only 3 of those admitted in 1951-2 died within 5 years. 
The fall in the severity and mortality was gradual through- 
out the 40 years and was most marked towards the end 
of the 1930-9 decade, before the advent of penicillin. 
It is suggested that the most important factor responsible 
for the change was the considerable over-all improvement 
in the standards of living “* of the poorer classes in urban 


areas ”’. C. Bruce Perry 
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1008. Vibratory Sense and Oscillometric Index in Gout 
and in Rheumatoid Arthritis 

T. S. DANowsk1, C. Moses Jr., and H. M. MARGOLIs. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 239, 295-300, March, 1960. 5 figs., 7 refs. 


A study of the threshold for the perception of vibration 
in‘gout and rheumatoid arthritis is reported in this paper 
from the University of Pittsburgh School of Medicine, 
Pennsylvania. Tests of perception were carried out 
with an electric vibrator or biothesiometer, in which the 
rate of movement of a metal rod could be varied by 
increasing the input of the current. Oscillometric read- 
ings were also obtained. The patients with gout were 
taking zo gr. (0°65 mg.) of colchicine and 1-5 g. of 
*benemid” (probenecid) daily. The patients with 
rheumatoid arthritis were receiving steroids of the 
adrenocortical type, phenylbutazone, gold salts, and 
physiotherapy. 

An increased threshold for vibratory-sense pérception 
was observed in all cases. The reason for this was not 
clear but it is suggested that in cases of gout the phenome- 
non could be attributed to vitamin deficiency secondary 
to treatment with uricosuric agents, and that in patients 
with rheumatoid arthritis neuropathy and adrenocortical 
steroid therapy were associated with the decreased acuity 
of the vibratory sense. No significant difference was 
observed between controls and patients with gout or 
rheumatoid arthritis in the mean oscillometric index. 

A. Garland 


1009. The Precipitin Reaction between Rheumatoid 
Factors and Gamma Globulin: Studies by Double Diffusion 
in Agar 

E. C. FRANKLIN. Arthritis and Rheumatism [Arthr. and 
Rheum.] 3, 16-25, Feb., 1960. 6 figs., 18 refs. 


From New York University College of Medicine the 
author reports a study of the nature of the precipitin 
reaction which occurs between “‘ aggregated”’ human 
y globulin (Cohn Fraction II in 1% solution heated to 
63° C. for 10 minutes) and sera showing agglutination 
to a titre of 1:1,024 or greater in the Rose—Waaler test. 
Strongly positive agglutinating sera from 22 cases of 
rheumatoid arthritis, one case of sarcoidosis, and one of 
“* hyperglobulinaemic purpura ” all gave precipitin lines 
on testing by the Oudin double gel diffusion technique. 
Separate precipitation lines between a rheumatoid 
arthritis serum and antisera to 7-S and 19-S y globulin 
were demonstrated by immunoelectrophoresis, whereas 
the aggregated human y globulin produced only a single 
precipitation line corresponding to the 19-S molecule 
[? beta-2-M]. i 

In the Ouchterlony technique a reaction of identity 
was obtained by employing antisera to three different 
proteins produced in a number of different animal species. 
A number of experiments in which the Ouchterlony 
principle was employed are described, the results of 
which, in the author’s opinion, indicate that both the 
7-S and the 19-S y globulins take part in the rheumatoid 
precipitin reaction. Identity of reaction by fusion of 
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the precipitation lines was shown between both 7-S and 
19-S y globulins and rheumatoid sera, together with the 
two additional pathological sera mentioned. The im- 
munological relationship was further studied by a new 
modification of the Ouchterlony diffusion method and 
compared with other known antigen-antibody reactions. 
Three of the 24 sera showed two precipitin lines on reac- 
tion with aggregated human y globulin, and it is con- 
sidered that “ these findings appear to confirm the exist- 
ence of at least two rheumatoid factors, one of which 
reacts with human and rabbit y globulins, and one of 
which reacts primarily with human y globulin ”’. 
[Knowledge of the antigenic constitution of the aggre- 
gated human y globulin might be interesting here in view 
of the known possibility of 6 different proteins consti- 
tuting y globulins (Heremans) and the multiplication of 
antigens obtained in some proteins by heat (Shultze).] 
Harry Coke 


1010. Changes of the Digital Arteries in Rheumatoid 
Arthritis: a Study with the Aid of Post Mortem Brachial 
Arteriography. [In English] 

P. ViRTAMA. Acta rheumatologica Scandinavica [Acta 
rheum. scand.| 5, 304-313, 1959 [received March, 1960]. 
7 figs., 9 refs. 


The author performed post-mortem brachial arterio- 
graphy in 30 cases at Kivela Hospital, Helsinki, Finland; 
10 of the subjects had been treated for rheumatoid arth- 
ritis. The mean age of the group was 65 years and the 
control series was chosen from the same age group. 
The brachial artery was injected with a suspension con- 
taining 100 g. of barium sulphate and 180 ml. of water. 
The hand was pressed between two plates of plywood 
joined together with four bolts and nuts and then radio- 
graphed. Uniform narrowness and tortuosity of the 
digital arteries was seen in both rheumatoid subjects and 
controls and was considered to be due to arteriosclerosis. 
The changes seen only in cases of rheumatoid arthritis 
were: (1) local obliteration of the arterial trunks, par- 
ticularly in the vicinity of the affected joint spaces; 
(2) local post-stenotic shuttle-like dilatations of the 
arteries; and (3) hypervascularization and dilatation of 
arterioles close to bony erosions. C. E. Quin 


1011. Factors Precipitating and Predisposing to R.A. as 
Illustrated by Studies on Monozygotic Twins. [In English] 
G. MOESMANN. Acta rheumatologica Scandinavica [Acta 
rheum. scand.\ 5, 291-303, 1959 [received March, 1960]. 
6 figs., 15 refs. 


At Kommunehospitalet, Copenhagen, the author found 
4 cases of rheumatoid arthritis occurring in monozygotic 
twins. A concordant manifestation of the disease was 
found in only one set. That the twins were monozygotic 
was confirmed by clinical examination and by blood 
grouping. In the twins concordant for rheumatoid 
arthritis the disease started at the same age. In the 
other three sets the twins were discordant for rheumatoid 
arthritis after observation periods of 21, 30, and 5 years 
respectively. When these four sets of twins are added to 
46 recorded in the literature data are available regarding 
50 sets of monozygotic twins with rheumatoid arthritis 


affecting one or both members. The disease was con- 
cordant in 18 and discordant in 32, so that the discord- 
ance rate is 64°%%. The author points out that a discord- 
ance rate as high as this indicates the existence of an 
exogenous factor. Information on these 50 sets of twins 
was obtained from hospital departments or hospitals 
for rheumatic diseases, from general hospitals, from 
twins contacted by advertisements in the newspapers, and 
by contacting twins whose names had been obtained 
from parish registers. The concordance rate was found 
to be highest in those twins attending hospitals or 
departments for rheumatic diseases. A lower concord- 
ance rate was found in twins attending general hospitals 
and in twins who answered advertisements. It is con- 
sidered that the mode of collection must have caused a 
selection mainly of concordant twins. This view is 
supported by figures for 8 sets of monozygotic twins 
whose names had been obtained from parish registers. 
In these twins the discordance rate was 100%. These 
findings suggest that the role of heredity in rheumatoid 
arthritis is negligible. C. E. Quin 


1012. A New Concept of the Cause of Costen’s Temporo- 
mandibular Arthrosis 

F. Corrin. Journal of Laryngology and Otology {J. 
Laryng.| 74, 155-165, March [received May], 1960. 4 
figs., 11 refs. 


The temporo-mandibular arthrosis described by Costen 
in 1934 may occur in later life in patients of either sex 
after removal of the molar teeth if there has been no 
satisfactory replacement, but this is really a secondary 
form. The primary condition typically occurs in women 
aged 15 to 30, usually in their early twenties. The author 
considers the symptoms to be due to a disturbance of 
joint function (with or without effusion, actual arthritis, 
and muscle spasm) which is secondary to a disturbance 
of bony growth of the mandible, skull, and/or maxilla, 
the amount or duration of growth of one part being out 
of relation to that of the other parts. In particular, 
growth in length and vertical height of the mandibular 
ramus may continue longer than the growth of adjoining 
structures; a corresponding inequality results if growth 
of the mandibular or maxillary alveolar elements or of 
the base of the skull ceases prematurely. ‘ 

Clinically the diagnosis may be suspected if it is found 
that biting on a roll of cotton between the incisor teeth 
(that is, compressing the joint) increases the pain, while 
biting on the roll placed between the molar teeth (that is, 
** distracting’ the joint) relieves the pain. The most 
popular method of treatment is to “ raise the bite’ by 
inserting a “ platform” of acrylic resin between the 
occluding surfaces of the teeth, so relieving direct pressure 
on the joint. The author stresses that this interdental 
platform must not be too thick; its gradual removal, 
tooth by tooth round the mouth, may take up to 3 years. 
Injections of hydrocortisone into the joint help to allay 
inflammation and ease the pain. In no case has the 
author found it necessary to remove the articular disk 
or to divide the condylar neck. Post-mortem studies of 
48 temporo-mandibular joints are described. 

T. A. Clarke 
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Neurology and Neurosurgery 


1013. Anti-rabies y Globulin in the Treatment of Post- 
vaccinal Paralysis. (IIpumeHexue anTupa6uyecKoro 
y-Tno6ynuHa neyeHHaA C MOCTBaKUH- 
HaJIbHbIMM 

M. A. SELIMOov, E. V. SEMENOVA, G. D. KosriNskJ, and 
L. G. Bottucy. +Kypxan Heeponamonoeuu u 
mpuu [Z. Nevropat. Psihiat.] 60, 150-154, No. 2, 1960. 


The authors describe the use of anti-rabies gamma 
globulin in 18 cases in which paralysis followed the injec- 
tion of anti-rabies vaccine of the Fermi type. The cases 
were variously diagnosed as ascending myelitis, meningo- 
encephalitis, polyneuritis, and radiculomyelitis. Of the 
18 patients, 16 male and 2 female, 4 were treated on the 
3rd day, 9 on the 7th day, 2 on the 10th day, and 3 on 
the 15th day after the onset of the paralysis. The usual 
dose of anti-rabies serum was 10 to 15 ml., but one patient 
received 30 ml. of anti-measles serum and one 150 ml. 
of his mother’s blood, she having 12 days previously 
completed a course of treatment with Fermi vaccine. 
One injection was given in 4 cases, two in 2, three in 5, 
four in 4 cases, and five injections in3. The results were 
satisfactory in all the patients. Simultaneous sympto- 
matic treatment in the form of glucose, polyvitamins, 
strychnine, “ proserpine”, and other drugs was also 
given. Five case histories are presented in detail. 
Apart from slight residual pareses, chiefly in the lower 
limbs, the recovery in all cases was complete. 

L. Firman-Edwards 


1014. A Convenient Method of Basal Electroencephalo- 


graphy. 6a3sanbHoii sneKTposHueda- 
norpadun) 

- Droxan. Heeponamoaozuu u I[Icuxua- 
mpuu [Z. Nevropat. Psihiat.| 60, 167-171, No. 2, 1960. 
5 figs., 6 refs. . 


The author describes a new method of obtaining an 
electroencephalogram (EEG) from the base of the brain, 
in which the electrodes are introduced into the external 
auditory meatus and held in position by a rubber band 
round the head. The stem of the silver electrode is 
insulated with lacquer, while the inner end should be in 
contact with the upper wall of the meatus. Unless the 
aural electrodes are carefully fixed in position artefacts 
are liable to be produced in the records. So far some 
300 recordings have been made by this method, and 3 
cases are described in full, one being a case of tumour of 
the optic thalamus, one of cerebral trauma following a 
motorcycle accident in which slight post-traumatic 
damage to the brain-stem was revealed, and one of malig- 
nant neoplasm of the left temporo-parietal region; in 
this last case basal involvement was excluded, while the 
cranial electrodes showed bio-electric silence in the 
affected area. It is stated that this new technique causes 
the patient no discomfort and the records are reliable. 

L. Firman-Edwards 


1015. An Experiment in Kymographic Registration of 
Cerebrospinal Fluid Hydrodynamics, (Onstit Kumorpa- 
Mmpoo) 
N. D. Focer’ and M. A. Dosryxina. +Kypxaa 
Heeponamoanozuu u ITcuxuampuu [Z. Nevropat. Psihiat.] 
60, 172-174, No. 2, 1960. 2 figs. 


A description is given of a new technique in which 
the variations in the pressure of the cerebrospinal fluid 
(C.S.F.) under normal conditions and after performance 
of the Queckenstedt and Stuckey tests is recorded kymo- 
graphically. Seven types of curve were obtained: (1) 
normal, (2) inverted, (3) double peaked, and those due 
to (4) valvular block, (5) incomplete block, (6) complete 
block, and (7) wedge block. In all, 309 records were 
obtained. 

Of the cases of spinal tumour, none gave normal curves, 
one-third showed a double peak, about one-third an 
inverted curve (that is, the Queckenstedt rise less than 
the Stuckey rise), and the remainder various types of 
block. Half the traumatic cases and three-fifths of the 
inflammatory cases showed normal curves. In the con- 
trol cases of various types not belonging to any of the 
above categories all the curves were quite normal. It is 
claimed that the procedure is safe, not unpleasant to the 
patient, and of considerable diagnostic value. 

L. Firman-Edwards 


1016. An Experiment in Treating Disseminated Sclerosis - 
with a Preparation of the Patient’s Cerebrospinal Fluid. 
Preliminary Communication. (Onsit neveHua 
BeEHHOrO NpenapaTom apTonuKBopa. [Ipen- 
BapHTesIbHOe 

E. A. Gorynya. Heeponamonoeuu u [Tcuxua- 


mpuu [Z. Nevropat. Psihiat.] 60, 155-160, No. 2, 1960. 


In this experiment 31 patients with disseminated 
sclerosis were treated with a course of injections of their 
own cerebrospinal fluid (C.S.F.), 1-5 ml. being injected 
intramuscularly every 2 or 3 days (unless reactions were 
severe, when the interval was prolonged to 5 or 7 days). 
In all, some 12 injections were given in each course, and 
in many cases more than one course was given; it 
was subsequently concluded that no fewer than two 
courses should be the rule. Of the 31 patients, 12 had 
suffered from the disease for less than 2 years, but 8 
had had it for 3 to 4 years, 3 for 5 to 6 years, 3 for 7 to 
10 years, and 5 for over 10 years. 

The best results were obtained in those who received 
the injections at an early stage of the disease, which in 
5 cases was mild, in 9 of moderate severity, and in 17 
severe. As regards the main sites affected by the disease, 
the results were best in the cerebral types; thus of 9 
cases of this type there was great improvement in 3, 
marked improvement in 2, and fair improvement in 2, 
the remaining 2 being unchanged. Of 7 cases of the 
cerebrospinal type, 3 showed great, 2 marked, and 2 
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slight improvement. The 15 cases of purely spinal type 
were less benefited, only 3 showing marked and 12 slight 
improvement. The injections were followed at first by 
a febrile reaction and slight exacerbation of symptoms, 
but subsequently by amelioration. In the 17 severe 
cases, which were either very acute or of long standing, 
the outcome was naturally worse, only 2 showing marked 
improvement and 14 only slight improvement, whereas 
of 5 cases with mild disease, all recovered sufficiently to 
be able to resume work. 


In preparing the injections 15 to 18 ml. of C.S.F. is © 


withdrawn and 1-5 ml. introduced into each of a number 
of ampoules under sterile conditions, these being then 
sealed and incubated for 3 or 4 days at 37:5°C. Each 
dose is given into the buttock mixed with 20 ml. of 
normal saline; the needle is then partly withdrawn and a 
further 20 ml. of physiological saline introduced through 
the same needle, this procedure being repeated, so that 
in all, 60 ml. of saline and 1-5 ml. of C.S.F. is adminis- 
tered. L. Firman-Edwards 


BRAIN AND MENINGES 


1017. Possibilities and Dangers of the Treatment of 
Cerebral Oedema with Urea. (Méglichkeiten und 
Gefahren der Therapie des Hirnéddems mit Urea) 

A. Lévy. Schweizerische medizinische Wochenschrift 
[Schweiz. med. Wschr.] 90, 345-347, March 19, 1960. 
6 refs. 


This paper from the University Surgical Clinic, Basle, 
reports the results of treatment of cerebral oedema with 
urea during operations on the brain, and also in the 


’ management of contusion of the brain and cerebral 


tumour. The urea was administered intravenously in a 
30% solution, a dose of 1 g. per kg. body weight being 
infused over a period of 30 to 60 minutes. Reduction 
in the cerebrospinal-fluid pressure became apparent in 
all cases within 10 to 15 minutes and lasted at least 5 
hours, being maintained in some cases as long as 15 
hours. The author draws attention to the possibility 
of avoiding an impending cerebellar cone by giving urea 
to reduce brain oedema and combining this with mechani- 
cal methods (for example, tilting the patient head down- 
wards) to correct the displacement of the brain, and 
describes 2 such cases in which this method was used. 
The danger of intracranial haemorrhage from rapid 
decrease in the bulk of the brain following infusion of 
urea is stressed, it being pointed out that this danger 
arises more particularly in cases of head injury. 
J. B. Stanton 


1018. Spontaneous Cerebellar Haemorrhage: a Study 
of 34 Consecutive Cases Treated Surgically 

W. McKussock, A. RICHARDSON, and L. WALsH. Brain 
[Brain] 83, 1-9, March, 1960. 15 refs. 


Haemorrhage into the cerebellar hemispheres accounts 
for nearly 10°% of all spontaneous haemorrhages into the 
brain, and the authors, writing from St. George’s Hos- 
pital, London, analyse a series of 34 surgically treated 
cases. The haemorrhage was considered to be due to 


vascular hypertension in 22 cases, an angioma in 6, and 
an aneurysm in 2, while no cause was found in the 
remaining 4 cases. The haematoma was more commonly 
left-sided and might remain confined to the cerebellum 
(18 cases) or rupture into the brain-stem (10 cases) or 
fourth ventricle (6 cases). The sexes were equally 
affected, and except in cases due to angiomata the lesion 
was one of the age period 50 to 80. The onset of symp- 
toms was sudden in 28 of the 34 patients—without initial 
loss of consciousness in 18—and was gradual in 6. The 
commonest initial symptoms were occipital headache 
and vomiting. A small proportion had symptoms 
pointing to a posterior fossa lesion—vertigo or ataxia; 
more commonly confusion or a sudden hemiparesis 
occurred. On admission 30°%% were unconscious, 45% 
had non-localizing symptoms of a vascular accident, and 
25% had symptoms suggestive of a cerebellar site for the 
lesion. The most useful neurological signs in the un- 
conscious patient were constricted, unreactive pupils and 
periodic respiration, sometimes associated with deviation 
of the eyes from the side of the lesion with a contra- 
lateral hemiparesis; cerebellar signs were present in 
less than half the conscious patients. Evidence of recent 
haemorrhage on examination of the cerebrospinal fluid 
was present in 28 of the cases. Clinical diagnosis is 
considered difficult in many cases. 

Investigation varied with the presenting clinical picture. 
In cases with the clinical picture of subarachnoid hae- 
morrhage bilateral carotid angiography was performed 
except where the symptoms and signs suggested a com- 
pressing haematoma, when exploratory burr openings 
were made. After carotid angiography vertebral angio- 
graphy was performed if the clinical picture indicated it 
or if ventriculography revealed a mass in the posterior 
fossa associated with subarachnoid bleeding. It is 
pointed out that in none of the series of 6 cerebellar 
haematomata did the vertebral angiogram reveal the 
haematoma. Where the patient presented with acute 
cerebral compression exploratory burr openings were 
made with a view to determining (and reducing) intra- 
cranial pressure, to evacuating supratentorial haematoma 
if present, and to performing ventriculography if indi- 
cated. Ventriculography was also used in cases of sub- 
arachnoid haemorrhage after negative angiography when 
there were persisting signs and in cases of subacute 
posterior fossa lesions of doubtful aetiology. Ventricu- 
lar dilatation was present in 19 of 20 cases so investigated, 
and in 15 the haematoma was demonstrated. 

Six of the 34 patients died before treatment was pos- 
sible. Of the remaining 28, 14 in whom treatment con- 
sisted in ventricular tapping, ventriculography, or ven- 
tricular drainage all died. Of 14 treated by craniotomy 
with or without ventricular drainage, 5 died. The mor- 
tality for the cases in which some treatment was attempted 
was thus 68%. Of the 9 survivors, 5 are well and 4 
show varying degrees of disability. There has been no 
further cerebral vascular accident in any of them. 

It is pointed out that the onset is sudden in 80% of 
cases and the outcome fatal in 80°% of these. Among 
the 20°% in which the onset is gradual the mortality is 
40%. It is considered that in one-fifth of these cases 
nothing can be achieved, but the remaining four-fifths 
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are amenable to surgical treatment if investigation and 
treatment are undertaken without delay. Experience 
suggests that ventricular drainage is dangerous in the 
presence of a posterior fossa haematoma. ; 
[This is a valuable description of a unique experience 
in the treatment of posterior fossa haematomata.] 
J. E. A. O’ Connell 


1019. The Surgical Treatment of Internal Carotid Artery 
Occlusion 

C. H. Epwarps, N. S. Gorpon, and C. Ros. Quarterly 
Journal of Medicine (Quart. J. Med.| 29, 67-84, Jan. 
[received May], 1960. 3 figs., 35 refs. 


Since the introduction of carotid angiography the 
presence of occlusion of the internal carotid artery in 
the neck has been demonstrated with unexpected fre- 
quency. In this paper a study is reported of 40 patients 
admitted to St. Mary’s Hospital, London, over a period 
of 34 years, all of whom were found to have a complete 
or partial occlusion of the internal carotid artery in the 
neck. The patients (32 male and 8 female) were aged 
47 to 76 years (average 58 years). The onset of the 
illness took three forms: (1) a series of transient episodes 
of blindness or weakness of a limb, usually the arm (19 
patients); (2) a single episode resembling a cerebro- 
vascular catastrophe (14 patients); and (3) increasing 
disability mimicking the development of a cerebral 
tumour (7 patients). Examination revealed a contra- 
lateral bruit in 2 cases, dementia of varying degree in 9, 
dysphasia in 19, optic atrophy on the affected side in 2, 
and homonymous hemianopia in 8. Spastic weakness 
was observed in 30 patients, 11 of whom had associated 
sensory changes, and in 11 there was evidence of bilateral 
pyramidal-tract involvement. In 22 cases the systolic 
blood pressure was over 150 mm. Hg. 

* Carotid angiography, which was performed in 38 cases, 

revealed complete block of the internal carotid artery in’ 
19 (left side in 13, right side in 5, bilateral in one); 
partial occlusion in 18 cases (left side in 12 and right side 
in 6); and complete block of the left common carotid 
artery in one. The block of the internal carotid artery, 
whether partial or complete, was either at its origin or 
within a centimetre of it. Operation was performed in 
32 cases, in 18 of which it was possible to remove the 
obstruction. A partial occlusion was present in 15 of 
the 18 cases, a complete occlusion in 2, and a complete 
occlusion on one side with a partial block on the other 
in one (only the partial occlusion was removed in this 
last case). 

Since the number of patients in the series was small and 
the natural history of the disease is variable, the authors 
consider it unwise to draw rigid conclusions from this 
study. They conclude, however, that patients most 
likely to benefit from operation are those with a partial 
obstruction who have suffered transient episodes of 
ischaemia only, the poorest results in this group being 
seen in patients with gradual onset of symptoms. The 
results of operation in patients with complete block are 
not good; in the majority it is impossible to re-establish 
a blood flow through the artery. It is pointed out that 
the operation should be regarded as primarily prophy- 
lactic, to prevent transient symptoms becoming perma- 
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nent, and that the emphasis should be on providing 
more blood to the circle of Willis for distribution to the 
brain as a whole, so as to remedy the ischaemia in any 
part. 
[This is an important paper which should be studied in 
full by those interested in this aspect of vascular surgery.] 
J. V. Crawford 


1020. Familial 


Migraine 
H. E. Rosenspaum. Neurology [Neurology (Minneap.)] 
10, 164-170, Feb., 1960. 2 figs., 18 refs. 


From Washington University School of Medicine, St. 
Louis, the author presents the clinical histories of 5 
patients with familial hemiplegic migraine, in which 
typical migrainous attacks are accompanied by gross 
neurological defects of a transitory nature. All gave a 
family history of sick headaches, but in only one instance 
did the affected relative also show abnormal physical 
signs. From these patients’ histories it is apparent that 
the condition may assume two forms. In the first the 
abnormal physical signs replace the visual aura and dis- 
appear when the headache develops. In the second the 
headache precedes the aura and the neurological signs, 
and the latter are more severe and prolonged than in the 
first form. 

The possible pathological background is briefly dis- 
cussed and emphasis is placed upon the probable 
occurrence of focal cerebral oedema secondary to the 
vasodilatation phase of the attack. The author concludes 
that this oedema is responsible for the transient neuro- 
logical signs. J. B. Cavanagh 


1021. The Problem of Seizure Potentials without Clinical 
Attacks. (Gedanken zum Problem der Krampfpoten- 
tiale ohne Anfallssymptomatik) 

E. NIEDERMEYER. Fortschritte der Neurologie, Psychia- 
trie und ihrer Grenzgebiete (Fortschr. Neurol. Psychiat.] 
28, 162-178, March, 1960. 4 figs., bibliography. 


Under the description of seizure potentials are in- 
cluded only true spikes and spike-and-wave complexes 
at 6 c.p.s. With the help of Foerster’s classification of 
the main pathophysiological elements of epilepsy the 
mode and distribution of the seizure potentials can be 
analysed and thus a better understanding gained of so- 
called latent epilepsy. Foerster’s three main patho- 
physiological factors in epilepsy are: (1) liability to 
seizures (Krampfbereitschaft); (2) irritating lesions; and 
(3) precipitating factor. The words “ epileptoid”’ and 
‘latent epilepsy ” are in themselves meaningless. It is 
more useful to assess (a) whether liability to seizures is 
increased; (b) whether there is an irritating lesion; and 
(c) whether an extracerebral precipitating factor is pre- 
sent. Under “ increased liability’ are mentioned the 
relatives of epileptics, including symptomatic epileptics. 
Liability can be tested by photic stimulation, “* cardia- 
zol” (leptazol), and combinations of these. “ Irritat- 
ing lesions ” include such factors as tumours, residual 
lesions after trauma, and infections. Spikes due to such 
lesions can be activated. Particularly notable is the 
activation of temporal-lobe lesions by “ largactil” 
(chlorpromazine). As “ precipitating factors” the fol- 
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lowing are of importance: hyperoxaemia, hypoglycaemia, 
cerebral anoxia, syncopal attacks (which produce cerebral 
anaemia), and arteriography. As regards seizure poten- 
tials in psychiatric syndromes they have been found 
in psychopaths, in obsessional neurotics, and in behaviour 
disorders in children and others. The essence of this is 
that if seizure potentials occur one or more of Foerster’s 
factors are present. The electroencephalogram (EEG) 
can indicate the relative importance of the factor or 
factors present, but the EEG diagnosis must always be 
an integral part of the total clinical diagnosis and must 
never be accepted without taking all clinical factors into 
account. J. Hoenig 


1022. Parkinsonian Syndrome and Meningiomata. (Syn- 
dréme parkinsonien et méningiomes) 

M. Davin and P. Résurat. Neurochirurgia [Neuro- 
chirurgia (Stuttgart)| 2, 127-141, Feb., 1960. 7 figs., 
23 refs. 


In this paper from the H6pital de la Pitié, Paris, the 
authors report the cases of 4 patients with a meningioma 
compressing the temporal lobe and presenting with 
Parkinsonism on the opposite side of the body. In the 
first case, in a woman of 31, the upper limb alone was 
affected and there were no other abnormal signs. Al- 
though her case was regarded as probably non-surgical 
she was advised to have fuller investigations. This she 
neglected to do until 7 months later, when the tremor 
had spread to the lower limb and pyramidal signs 
had appeared on the same side as the Parkinsonism. 
The other 3 cases were associated with signs suggestive 
of cerebral tumour. After operation the tremor dis- 
appeared. The authors point out that although neo- 
plasms of the central grey nuclei are the most frequent 
cause of the Parkinsonian syndrome due to tumour, the 
syndrome can be produced by tumours in other sites. 
Most of such cases are due to a glioma, but rarely a 
meningioma of the frontal or temporal regions is the 
cause and these are operable with the chance of a complete 
cure. I. Ansell 


1023. Results of 1,000 Consecutive Basal Ganglia Opera- 
tions for Parkinsonism 

I. S. Cooper. Annals of Internal Medicine [Ann. intern. 
Med.) 52, 483-499, March, 1960. 2 figs., 11 refs. 


The results of surgical treatment in 1,000 cases of 
Parkinsonism out of a total of 5,000 such cases seen over 
a period of 74 years are summarized in this paper from 
St. Barnabas Hospital and New York University Post- 
Graduate School of Medicine, New York. In the first 
cases in the series occlusion of the anterior choroidal 
artery or chemical destruction of the globus pallidus was 
carried out. The results were good, but experience 
showed that tremor was less favourably affected than 
rigidity. In later cases (about 500) subjected to chemical 
destruction of the ventrolateral portion of the thalamus 


- the results were even better. The author emphasizes 


the importance of first producing a reversible, harmless 
lesion in the target area to test its clinical efficacy; this 
is accomplished by inflating a small balloon on the end 
of the cannula. 


The primary indications for surgery in Parkinsonism 
are tremor and rigidity and these symptoms and their 
attendant disabilities—bradykinesis, muscular cramps, 
impaired motor function, masked facies, and poor gait— 
are relieved by operation. Surgery is contraindicated 
in patients without tremor or rigidity, usually patients 
in the akinetic group, and in the presence of psychosis 
and mental deterioration, which may be aggravated by 
operation. In the author’s view, though not in that of 
some surgeons, chronological old age is not necessarily 
a contraindication, although he admits that old patients 
with advanced disease benefit very little and rehabilitate 
poorly, while young patients with advanced disease | 
may make a good recovery. 

The mortality in the whole series was 2-4°%, the deaths 
being due to surgical haemorrhage or infarction. Per- 
manent hemiplegia or paresis occurred in 3%. A num- 
ber of other complications were noted in the week or so 
after operation, but these were transitory. Motor weak- 
ness was observed in 69%, somnolence and mental con- 
fusion in 8°%, and speech disturbance in 10%. Tremor 
and rigidity were relieved in the limbs contralateral to 
the side operated on in 75% of the entire series. In the 
last 500 cases (in which the target area was the ventro- 
lateral region of the thalamus) such relief was obtained 
in 85°%%. Speech disturbance and excessive salivation 
were not influenced by operation, but oculogyric crises 
and profuse sweating were improved in 50% of the 
affected patients. 

It is concluded that surgical treatment should be con- 
sidered early in the course of Parkinsonism and should 
be carried out before the patient’s ability to earn a living 
or to carry out his usual work is impaired. In such 
cases a high percentage of good results may be expected; 
in this series the effect was lasting, many of the patients 
maintaining the improvement up to 6 years. 

Brodie Hughes 


1024. Use of Tolbutamide in Paralysis Agitans: Pre- 
liminary Report 

E. W. Gates and I. HyMANn. Journal of the American 
Medical Association [J. Amer. med. Ass.| 172, 1351-1354, 
March 26, 1960. 


The authors of this paper from Niagara Falls Memorial 
and Buffalo General Hospitals, Buffalo, New York, 
state that the chance finding in a diabetic patient with 
Parkinsonism of marked improvement in tremor follow- 
ing treatment with tolbutamide led them to investigate 
the efficacy of this drug in 15 nondiabetic patients with 
paralysis agitans. Administration of tolbutamide in a 
dosage of 2 to 3 g. daily produced definite improvement 
in extrapyramidal rigidity and/or tremor in 11 of the 15 
patients within 2 to 5 days of the start of treatment. 
This improvement [for which no explanation is given] 
was not related to hypoglycaemia. 

[The results of this limited investigation are sufficiently 
encouraging to warrant controlled clinical trials of tol- 
butamide in cases of Parkinsonism. It is of interest that 
the authors were unable to find any reports in the litera- 
ture in support of their observations, although tolbut- 
amide has been widely used for some years in the treat- 
ment of diabetic patients.] A. G. Freeman 
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1025. A Controlled Study of Post-partum Mental IlIness 
C. P. SEAGER. Journal of Mental Science [J. ment. Sci.} 
106, 214-230, Jan. [received April], 1960. 45 refs. 


Since a review of the literature on post-partum mental 
illness revealed a lack of consistent conclusions on the 
aetiology of and prognosis in this condition, the author, 
at Barrow Hospital, Barrow Gurney, Bristol, studied a 
group of 42 patients suffering from post-partum mental 
illness and compared his findings with those in two 
groups of controls—42 non-puerperal patients with men- 
tal disease and 42 puerperal patients without mental 
disease. The factors analysed in all three groups were: 
previous and family history, pre-morbid personality, 
obstetric history, the incidence of stresses occurring 
immediately before the onset of the illness, response to 
treatment, and the follow-up results. 

There was a significant difference between the patients 
with mental illness and those without in respect of pre- 
morbid personality predisposing to mental disease and 
previous history of mental illness in the patients and 
relatives. The only difference between the patients with 
post-partum mental disease and those with mental 
disease not related to the puerperum was that the former 
tended to seek treatment earlier than the latter. The 
patients with mental illness fell into 4 diagnostic groups 
—schizophrenia, endogenous depression, neurotic de- 
pression, and anxiety states—but the numbers in each 
were too small for statistical conclusions to be drawn. 
The author concludes that the puerperium acts as a stress, 
precipitating mental illness in a predisposed patient. 

E. H. Johnson 


1026. Upper End of Range of Intelligence in Mongolism 
M. I. Dunspon, C. O. CARTER, and R. M. C. HUNTLEY. 
Lancet [Lancet] 1, 565-568, March 12, 1960. 10 refs. 


A follow-up of all surviving mongol children (390) 
attending the Hospital for Sick Children, Great Ormond 
Street, London, between 1945 and 1955 and who were 
at least 5 years old in 1956 was carried out and 44 of the 
brightest selected for intelligence testing. They ranged 
in chronological age from 53°; to 183s years and were 
attending primary or private schools or schools for the 
educationally subnormal (E.S.N.). One had an I.Q. 
of 68, 4 of 55 to 59, 7 of 50 to 54, and 8 of 45 to 49, 
Form L of the Terman—Merrill revision of the Stanford 
Binet scale being used. The results of the Vineland 
social maturity scale and Burt’s reading-accuracy and 
oral-arithmetic tests are reported on 19, 9, and 8 children 
respectively attending E.S.N. schools. The social quo- 
tient (S.Q.) varied from 32 to 80, the reading age from 
6 to 114 years, and the arithmetic age from 5 to 6 years. 
Among the children with an I.Q. of 45 or over response 
to education was more closely related to S.Q. than to 
1.Q. in these 19 cases. Among 20 members of the 
group of “ bright’’ mongols the ATD angles on the 


palm-prints (Penrose, Ann. hum. Genet., 1954, 19, 10) 
had a distribution essentially similar to that of the duller 
mongols and to that of Penrose’s series. 

[It should be noted that this study is confined to out- 
patients, most of whom were attending school. High- 
grade mongols who are emotionally unstable and in 
hospital are not taken into consideration.] 

G. de M. Rudolf 


DRUG ADDICTION 
1027. Diagnosis of Intermediate Stage of Alcoholic Brain 
Disease 


A. E. Bennett. Journal of the American Medical 
Association [J. Amer. med. Ass.] 172, 1143-1146, March 
12, 1960. 5 refs. 


This paper from Herrick Memorial Hospital, Berke- 
ley, California, deals with evidence in support of the 
author’s concept of the “ intermediate brain syndrome ”’ 
—an organic syndrome which is supposed to lie between 
acute reversible and chronic irreversible brain disease 
caused by alcohol. 

The author’s hypothesis is that in the intermediate 
brain syndrome abnormality is often found in the electro- 
encephalogram (EEG), that this reverts to normal with 
abstinence over a period, and that with proper treatment 
and abstinence permanent brain damage can be pre- 
vented. He also states that psychometric tests and 
pneumoencephalograms support the concept of this 
being an organic syndrome. EEGs were recorded from 
227 patients with alcoholism and in 78 cases the record- 
ings were repeated. The EEG abnormalities in general 
were “ persistent mild generalized activity of 15 to 30 
and 4 to 7 waves per second and at times paroxysmal 
slowing and spiking ”’. : 

Of these 227 patients, 81 belonged to the “ inter- 
mediate” group and on 39 of these the EEG was re- 
peated. Of the 81 patients, 64 had abnormal EEGs. 
On 6 of these 81 patients psychometric tests were per- 
formed and 5 of them showed evidence of deterioration 
—that is, perceptive organizational defect and intellec- 
tual and personality deterioration. Four patients under- 
went pneumoencephalography, which in 3 cases showed 
brain damage. Of the 39 patients whose EEG was re- 
peated, the abnormality had decreased in 21. Among the 
clinical features of this group of patients were rationaliza- 
tion of drinking, pathological lying, infantile behaviour, 
poor judgement, lack of insight, dependence on drink, 
compulsive and secret drinking, blackouts, withdrawal 
symptoms, and severe hangovers. In 50% there occurred 


- delirium and convulsive episodes, and complications like 


polyneuritis and cirrhosis of the liver were commonly 
found. 

[One cannot say that the evidence presented in support 
of the syndrome is convincing because the paper suffers 
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from lack of exactness of details and paucity of clinical 
features. For example, the author gives no information 
about clinical details like duration of illness or age and 
sex of patients. There is no mention as to the stage of 
illness at which the EEG was recorded, what therapy 
was given and what period elapsed between the first 
EEG and the repeat EEG. Nor is it made clear whether 
the EEG abnormality in the 64 patients under considera- 
tion was in any way different from the abnormality seen 
in acute and chronic alcoholism. It would also have 
been useful to know whether these 64 patients differed 
clinically in any way from the 17 who showed no EEG 
abnormality. Psychometry and pneumoencephalo- 
graphy were carried out on only a small minority of 
the patients under consideration and the sample is too 
small to provide confirmation of the concept of organic 
damage. On reading the case reports one is not certain 
whether they belong to the intermediate group as the 
author describes it. 

One point, however, that does emerge is that the EEG 
abnormalities which occur in all three stages of alcohol- 
ism increase in proportion and irreversibility as one 
moves from acute to chronic alcoholic brain disorder. 
This is an interesting point to which the author does not 
draw attention—perhaps because it is so obvious when 
one looks at the data.] N. Rathod 


1028. Injectable Meprobamate. An Effective Treatment 
for Acute Delirium Tremens. (Le méprobamate injec- 
table. Traitement efficace des délires alcooliques aigus) 
J. LeREBOULLET, P. BENDA, and M. Poisson. Presse 
médicale [Presse méd.] 68, 473-475, March 12, 1960. 
2 figs., 25 refs. 


The authors, who have made a special study of alco- 
holic psychosis at the Hépital Bicétre, Paris, since 1955, 
report, the results obtained with meprobamate in 50 
patients treated there during 1958-9. They consider 
that the distinction between delirium tremens and the 
subacute type of alcoholic confusional state is quite 
artificial and is probably one of degree only. There has 
recently been a noticeable fall in mortality; thus in the 
period 1951-5 this averaged 21°% for all cases and 45% 
for cases of delirium tremens alone. With the advent 
of chlorpromazine in 1956 the mortality declined to 
13°%, and since then it has fallen to 3%. The mean 
duration of the attacks has likewise shortened from 5 
to 3 days, and the relative frequency of delirium tremens 
and confusional state has steadily declined, possibly as a 
result of the earlier treatment of the prodromal symptoms. 
The comparison of different sets of statistics is difficult 
owing to differing assessment of severity of illness and 
the different hospital facilities available. It is therefore 
considered appropriate to compare results at the one 
hospital in different periods. The only noteworthy 
change at the Bicétre was the creation of a special unit, 
which may have had the effect of attracting from other 
departments in the hospital or from other hospitals 
patients with a more severe psychosis. On the other 
hand general nursing care has.steadily improved. The 
over-all mortality from acute alcoholic states in 1955 was 
14%; slightly more than half the cases were diagnosed 


as delirium tremens and in this group the mortality was 
27%. In 1957, with the introduction of reserpine, the 
corresponding figures were 3% and 6%. Eventually 
intramuscular meprobamate was preferred because of 
the ease of administration and absence of cardiovascular 
collapse. 

The 50 patients treated in this way were unselected; 
in one-third of them a physical illness had precipitated 
withdrawal symptoms. Of the total group, 17 patients 
(34%) were thought to exhibit signs typical of delirium 
tremens, namely, generalized tremors and sweating, 
persistent clouding of consciousness, and autonomic 
disturbances; the remaining 33 patients were categorized 
as less acute cases of alcoholic confusional state. Most 
of the patients were aged between 30 and 50 years. In 
addition to meprobamate in a dosage of 800 mg. by 
intramuscular injection 4 to 6 times a day, the patients 
received a daily intravenous alcoholic solution of glu- 
cose, vitamins B; (aneurine) and Bi2 (cyanocobalamin), 
and strychnine (5 to 10 mg.). Meprobamate (8 to 10 
tablets each of 400 mg.) was then given orally as soon as 
restlessness allowed, by which time oral rehydration was 
usually possible. The patients did not have to be com- 
pletely isolated, but constant observation was necessary, 
with allowance for individual requirements. Of the 
patients with the subacute type of delirium, half were 
calm within 24 hours and by 36 hours had recovered 
from the confusional state. Of those with delirium 
tremens half were calm within 36 hours and showed no 
clouding of consciousness after 48 hours of treatment. 
With a single exception the duration of the attack did 
not exceed 3 days. In those patients who remained con- 
fused after 48 hours (30°% of the total) no correlation 
was found with any clinical observation. The mortality 
was nil. A fall in the diastolic blood pressure of more 
than 30 mm. Hg was observed in 5 patients only, but in 
no case did vascular collapse occur. 

The authors urge that the earliest symptoms of con- 
fusion should be treated just as energetically with intra- 
muscular meprobamate, since this will prevent the 
development of delirium tremens. After the acute phase 
has passed watch should be kept for the possible develop- 
ment of an encephalopathy requiring vitamin therapy, 
or even a possible cerebral atrophy. J. S. Bearcroft 


1029. ‘* Temposil ’? a New Drug in the Treatment of 
Alcoholism 

A. Minto and F. J. Roperts. Journal of Mental Science 
[J. ment. Sci.] 106, 288-295, Jan. [received April], 1960. 
15 refs. 


This comparatively new drug, the citrated calcium salt 
of carbimide (C.C.C. or “* temposil ’’), was first described 
by Ferguson (Canad. med. Ass. J., 1956, 74, 793; Abstr. 
Wld Med., 1956, 20, 479). Its action in the treatment of 
chronic alcoholism is similar to that of disulfiram, that 
is, it inhibits enzyme action for oxidation of acetaldehyde, 
a product of alcohol breakdown in the body. Both 
temposil and disulfiram cause a rapid rise in blood 
acetaldehyde levels if alcohol is taken, but in addition 
both probably also have some effect on the vascular 
reaction to acetaldehyde. 
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In this paper from St. Luke’s Hospital, Middlesbrough, 
the authors describe a trial of temposil on 48 chronic 
alcoholic patients who were otherwise in good health 
and in whom various laboratory tests, including liver 
function tests, gave normal results. In the first 12 cases 
a dose of 50 mg. was given, but in the remainder this was 
increased to 100 mg. A list of symptoms reported by 
the patients, together with times of onset and degree of 
reaction, is tabulated. One striking reaction, seen particu- 
larly after the smaller dose of temposil, was a feeling of 
well-being and the desire to drink more alcohol, this 
occurring in 8 (66°%) of the 12 patients given 50 mg. and 
in 8 (22°) of those given 100 mg. The authors remark 
that this reaction emphasizes the need for a prelimin- 
ary test for each patient before starting a course of 
treatment. 

Other symptoms were a feeling of warmth, headache, 
pain and tightness in the chest, pain in the arms, palpita- 
tion, paraesthesiae, nausea, apprehension, and dizziness, 
while the signs included flushing, urticaria, broncho- 
spasm, increased respiratory and pulse rates, blood-pres- 
sure changes, and cardiac irregularity. In 15 cases in 
which the reaction was severe the intravenous injection 
of 5 mg. of mepyramine maleate reduced the severity of 
both the symptoms and signs within 2 to 4 minutes. It 
is pointed out that the effect of temposil lasts only 24 
to 36 hours, after which the ingestion of alcohol causes 
no reaction. Prolonged treatment with temposil was 
instituted in 27 cases, with good results if treatment was 
continued for 3 months. Unpleasant side-effects are 
less marked with temposil than with disulfiram. The 
authors found that 100 mg. is a more suitable dose than 
that of 50 mg. suggested by other workers. 

[A previous report of the clinical use of temposil has 
also appeared in J. Amer. med. Ass., 1957, 165, 2181 
(Abstr. Wild Med., 1958, 24, 144).] E. H. Johnson 


1030. Psychoses Due to Amphetamine Consumption 

P. BEAMISH and L. G. Kiron. Journal of Mental Science 
[J. ment. Sci.] 106, 337-343, Jan. [received April], 1960. 
22 refs. 


Writing from the University of Durham the authors 
point out that the frequency of amphetamine psychosis 
does not seem to be widely recognized, even among 
psychiatrists, and they go on to describe in some detail 
7 cases in which a psychotic illness was associated with 
high consumption of amphetamine. A diagnosis of 
schizophrenia was made or considered in 4 cases, in 2 
of which electric convulsion therapy or insulin therapy 
was actually given, while 2 other patients showed fea- 
tures of delirium. In one of the latter the psychosis 
was a withdrawal episode, but the patient was also 
taking large doses of barbiturates and withdrawal of 
these drugs may have influenced the picture. Amphet- 
amine appears to be particularly potent in giving rise to 
paranoid reaction. In all the 7 cases described there was 
evidence of psychotic personality before addiction to 
the drug developed. 

A review of the literature showed that in many cases, 
including some of those reported here, large doses of 
other drugs are taken from time to time, and to some 
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patients it seems almost immaterial which drug is used, 
the list including the barbiturates, ‘‘ preludin”’, alcohol, 
potassium bromide, “ persomnia”, chloral, pethidine, 
morphine, and chlorodyne. Amphetamine psychosis 
usually resolves very quickly once the cause is recognized 
and the drug withdrawn, although cases have been 
described in which resolution took several weeks. There 
was no evidence in the authors’ series of personality 
deterioration after withdrawal of the drug and there is 
only rarely any difficulty during withdrawal. The differ- 
ential diagnosis of amphetamine psychoses with paranoid 
features from schizophrenia is discussed. 
E. H. Johnson 


SCHIZOPHRENIA 


1031. Evidence of a Plasma Factor in Schizophrenia 
C. E. FRoHMAN, L. K. LATHAM, P. G. S. Beckett, and 
J. S. Gotrruies. A.M.A. Archives of General Psychiatry 


[A.M.A. Arch. gen. Psychiat.] 2, 255-262, March, 1960. 
4 figs., 6 refs. 


The authors present in this paper from Wayne State 
University College of Medicine, Detroit, the results of 
an investigation of the mechanism of control of glucose 
metabolism in the blood of schizophrenic and control 
patients after insulin stress, the method adopted being to 
determine the fate of glucose labelled with radioactive 
carbon (!4C) when incubated with blood. Energy is 
produced from glucose in the erythrocyte by the Emden- 
Meyerhof scheme of anaerobic glycolysis, during which 
adenosine triphosphate (ATP) is formed, but another 
route (the hexosemonophosphate shunt) converts glucose 
to ribose-1-phosphate, which is used primarily for syn- 
thesis and not for energy production. The proportionate 
ratio of these two mechanisms can be estimated approxim- 
ately by using glucose labelled with 14C either in the 1 
position or in the 6 position. When glucose is con- 
verted to ribose-1-phosphate only 14C from the 1 position 
is found in the carbon dioxide produced, whereas in the 
CO, produced by the Meyerhof scheme !14C appears 
from both the 1 and 6 positions in equal amounts. Thus 
if the amount of CO, formed from carbon at position 6 
is subtracted from the total CO2 formed from carbon at 
position 1, the remainder indicates the amount of glucose 
converted to ribose-l-phosphate. The two schemes 
mentioned are illustrated diagrammatically. 

Using this method on blood obtained from 18 male 
schizophrenic patients and 21 male control subjects 
aged 19 to 37 years the authors found that insulin stress 
significantly decreased the conversion of glucose to 
ribose-1-phosphate in the control group, but not in the 
schizophrenic group. This stress effect of insulin dis- 
appeared when erythrocytes from the control subjects 
were incubated in plasma from schizophrenic patients. 
Plasma from schizophrenic patients also affected neutral 
(chicken) erythrocytes in a similar manner. 

It is concluded that the plasma of schizophrenic patients 
contains a substance which interferes with the mechan- 
ism of control of carbohydrate metabolism. 

J. B. Stanton 


e 

d 

n 

id 

1- 

n 

ty 

re 

in 
n- 
a- 

1e 

se 

p- 

of 

ce 

0. 

alt 
ed 

tr. 

of 

iat 

le, 

th 

od 

on 

lar 


328 PSYCHIATRY 


1032. Further Evidence of a Plasma Factor in Schizo- 


C. E. FRoHMAN, N. P. Czajowsk1, E. D. Lusy, J. S. 
Gort.ies, and R. Senr. A.M.A. Archives of General 
Psychiatry [A.M.A. Arch. gen. Psychiat.] 2, 263-267, 
March, 1960. 17 refs. 


In this further study [see Abstract 1031] an attempt 
was made to determine the mode of action of the factor 
in plasma from schizophrenic patients which impairs 
carbohydrate metabolism. The oxidative activity of 
the enzyme systems in rat hemidiaphragms in plasma 
from schizophrenic and control subjects was investigated. 
The values varied greatly from one diaphragm to another, 
rendering the results inconclusive. Ina subsequent study 
chicken erythrocytes were therefore used in an attempt 
to provide a more homogeneous medium. Methods and 
results obtained are reported. 

The authors conclude that their results indicate the 
presence in plasma from schizophrenic patients of some 
factor which inhibits aerobic metabolism, possibly by 
interfering with some phase of hydrogen transport. 

J. B. Stanton 


1033. Differential Extraction of Indoles from the Urine 
of Schizophrenic and Normal Subjects 

H. Sprince, E. Houser, D. JAMESON, and F. C. DOHAN. 
A.M.A. Archives of General Psychiatry [A.M.A. Arch. 
gen. Psychiat.| 2, 268-270, March, 1960. 7 refs. 


From the University of Pennsylvania, Philadelphia, 
a method is described for the differential extraction of 
indoles from urine by ethyl ether and 2-butanone. On 
performing two-dimensional chromatography of the 
2-butanone extract of pooled urine from schizophrenic 
and control patients a constant azure-blue spot was 
consistently obtained, chiefly in the pooled urine from the 
schizophrenics, which had a characteristic location in 
relation to the spots for urea (yellow) and indican (red- 
brown). This spot is similar to Rodnight’s spot “* Un- 
known 2” which has been found more frequently in the 
mentally ill. The authors tentatively identify this as 
6-hydroxyskatole sulphate and conclude that it occurs in 
increased quantity and frequency in the urine of male 
schizophrenic patients. Further work is in progress to 
evaluate the metabolic significance of this compound. 

J. B. Stanton 


1034. Urinary Aromatic Metabolites in Normal Subjects 
after LSD 

M. MasupDA and T. L. Dorpat. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.] 130, 224-229, March, 
1960. 12 refs. 


At the University of Washington School of Medicine, 
Seattle, the urinary excretion of aromatic metabolites 
was studied in 23 healthy students receiving lysergic acid 
diethylamide (L.S.D.) and 20 control students. The 
indole nucleus occurs in a number of psychotomimetic 
drugs, including L.S.D., and altered urinary indolic 
excretion patterns have been observed in schizophrenia. 
After administration of L.S.D. by mouth in a dosage 
of 1 yg. per kg. body weight samples of urine were col- 
lected and analysed, the findings being compared with 


those in samples taken from the controls who did not 
receive L.S.D. The semiquantitative analysis involved 
the use of bidimensional paper chromatographic methods, 
which have shown up to sixty aromatic metabolites in 
normal urine, most of which are unidentified. 

It was found that under the influence of L.S.D. there 
were distinctive changes in the excretion of aromatic 
metabolites, the most marked being a reduction in the 
excretion of phenolic acids at the height of L.S.D. 
intoxication. Urinary excretion of the metabolites of 
serotonin was unaffected by L.S.D. j 

A similar investigation was carried out in a group of 
patients with an acute schizophrenic illness. The schizo- 
phrenic patients excreted more indoles than controls and 
the excretion of phenolic acids in the former was un- 
changed. 

The authors conclude that these dissimilarities of 
aromatic excretion patterns do not support the hypo- 
thesis of similar metabolic abnormalities in schizophrenia 
and L.S.D. intoxication. B. M. Davies 


1035. A Controlled Trial of Thiopropazate Dihydro- 
chloride (Dartalan), Chlorpromazine and Occupational 
Therapy in Chronic Schizophrenics 

M. HaAmILton, A. L. G. Smiru, H. E. Lapipus, and 
E. P. CapoGan. Journal of Mental Science [J. ment. 
Sci.] 106, 40-55, Jan. [received April], 1960. 14 refs. 


A controlled investigation [reported from Leeds Uni- 
versity] was designed to determine the relative values of 
a new drug thiopropazate dihydrochloride, chlorpro- 
mazine hydrochloride and occupational therapy [O.T.] 
on overactive and aggressive chronic schizophrenics. 
Fifty-four patients were randomly allotted to six groups 
of 9. Three groups attended O.T. and three did not. 
The pharmacist allocated the two active drugs and 
similar placebos to paired groups from the O.T. and non- 
O.T. groups. This information he did not release until 
the end of the trial. The patients were rated on their 
behaviour in the ward by the two charge nurses, and for 
symptoms by any two physicians not directly in charge 
of the patient. Practice ratings were made on a similar 
category of patient beforehand. The ratings were made 
before the treatments started, after 2 weeks and again 
after 8 weeks of treatment. 

Results. (1) Behaviour in the ward was significantly 
improved by thiopropazate at the end of 2 weeks and 8 
weeks. O.T. significantly improved ward behaviour in 
the first 2 weeks, but by 8 weeks the other patients had 
improved sufficiently to make the difference non-signifi- 
cant. Interaction between drugs and O.T. showed that 
at the end of 8 weeks both chlorpromazine and, to a 
lesser extent, thiopropazate exerted a significant inhibitory 
effect on the improvement due to O.T. (2) In the course 
of the trial, all groups of patients showed improvement 
in their symptoms, regardless of the combinations of 
treatment they received. This emphasized the import- 
ance of proper control groups in investigations on the 
effects of treatment. (3) For the P [positive correlation 
with the nurses’ ratings of behaviour] group of symptoms 
(apathy, mannerisms, hallucinations, etc.) the only signifi- 
cant result was that at 8 weeks patients on O.T. did not 
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improve aS much as the others. For the N [negative 
correlation with nurses’ ratings] group of symptoms 
(hostility, persecutory and other delusions) all groups of 
patients improved, but differences between groups were 
not significant at 8 weeks. At 2 weeks, the patients on 
O.T. were significantly better than the others, and the 
patients on placebo were significantly better than those 
on active drugs. These differences were temporary 
and had fallen below statistical significance by the end 
of 8 weeks. For the total of all symptoms, neither O.T. 
nor drugs made any significant contribution to improve- 
ment. 

Factors which may have influenced the results are 
considered. There is evidence to suggest that in a re- 
habilitation programme for overactive, aggressive, 
chronic schizophrenics the maximum value of tranquilliz- 
ing drugs may be obtained from their use at the start of 
the programme. There was no evidence of any soporific 


' effect from these drugs given in the doses of: thiopro- 


pazate 10 mg. t.d.s. and chlorpromazine 100 mg. t.d.s. 
At the dosage level stated one patient receiving chlor- 
promazine developed, temporarily, symptoms of Par- 
kinsonism but no patient receiving thiopropazate showed 
side-effects.—[Authors’ summary.] 


1036. A Comparative Controlled Trial of Methotrime- 
prazine (“‘ Veractil ’’) in Chronic Schizophrenia 

P. J. G. Quinn, J. Jonnston, G. LATNeR, and L. G. 
Kirton. Journal of Mental Science [J. ment. Sci.} 106, 
160-170, Jan. [received April], 1960. 21 refs. 


The need for effective drugs for the treatment of chronic 
schizophrenic patients led the authors to undertake this 
comparative assessment of methotrimeprazine in 72 male 
and 74 female schizophrenics at St. Nicholas’ Hospital, 
Newcastle upon Tyne and Broadgate Hospital, York- 
shire. The patients were selected on a basis of chronicity 
and unsatisfactory response to previous treatment, and 
males and females were each separately divided into three 
groups matched for age, length of time in hospital, and 
degree of deterioration. In 87 cases current treatment 
was stopped for 6 weeks before the trial began. Patients 
in each group received initially two 50-mg. tablets 
daily of either methotrimeprazine, or chlorpromazine, 
or an identical placebo, the double-blind trial lasting for 
9 weeks. The daily dosage was increased first by 25 and 
then 50 mg. weekly to a total of 300 mg. a day, this 
being maintained for the last 2 weeks. In the clinical 
assessment at the end of the trial, based on weekly inter- 
view notes, patients were graded as worse, no change, 
slightly improved, or moderately improved. Nurses 
rated the patients’ behaviour weekly, using the same 
gradings. 

In all the patients most improvement was seen with 
methotrimeprazine. Clinical assessment showed a sig- 
nificant difference between the effects of the active drugs 
and the placebo, though that between the two drugs was 
not significant. The nurses’ ratings illustrated a similar 
trend; however, for all three groups they reported a 
higher percentage of patients as “improved” or as 
“ worse’, including the placebo. Their ratings may 
reflect their closer contact with the patients; alternatively 


it may indicate a greater reluctance than the medical 
staff to accept lack of change. 

The use of “ global” clinical assessments is defended 
and the fact is appreciated that in practice optimum 
dosage would vary between individual patients. Atten- 
tion is drawn to the need for educating nursing staff in 
the methods and aims of clinical trials and for providing 
medical support for staff anxiety should patients become 
more disturbed. Alan A. Black 


1037. Body Image and Self-concept in Schizophrenia: an 
Experimental Study 

T. E. Weckxowicz and R. Sommer. Journal of Mental 
Science [J. ment. Sci.] 106, 17-39, Jan. [received April], 
1960. Bibliography. 


The psychopathology of schizophrenia involves prob- 
lems of ego-identity and object relationship. At the 
University Hospital, Saskatoon, an attempt has been 
made experimentally to test clinically reported disturb- 
ances of self-concept and body image. In the first two 
studies here described, which were based on the unusual 
reactions of schizophrenics to their own mirror 
image, 34 schizophrenic and 18 non-schizophrenic 
patients in a mental hospital and 29 normal subjects 
were asked to describe their reflections in a 3-panelled 
mirror. The schizophrenics gave poorer descriptions 
of their images and used significantly fewer self-references 
(such as me, mine, myself). The mirror was then partly 
covered with white paper, first so that the head could 
not be seen, and then so that only the body below the 
waist was visible. When 26 schizophrenics and 41 
controls were asked to draw in the missing parts life- 
size on the paper there was no difference between the 
groups in regard to the size of the head or shoulders, 
but the schizophrenics drew significantly smaller hands. 
It is suggested that schizophrenics perceive distal parts 
of the body as smaller than do non-schizophrenics. This 
was confirmed in a third study in which subjects were 
asked to state how a range of different-sized photographs 
of hands and feet compared with their own. 

Of the various explanations for these findings, the 
authors prefer that which invokes a breakdown of size 
constancy and a perceptual distortion of space. The 
importance of achieving perceptual constancy in forming 
a body image has been stressed by Gesell and by Piaget. 
Physiological disorganization of these functions is seen 
in patients with parietal-lobe lesions and following ad- 
ministration of hallucinogenic drugs. The development 
of a self-concept has been attributed to a process of 
** internalization”’. This, however, the authors regard 
as inadequate and argue that it must be followed by self- 
differentiation, in which the emerging individual is 
brought into meaningful relation to his surroundings. 
The ability to interact adequately may depend on achiev- 
ing a perceptual constancy that enables the environment 
to be regarded from several aspects while maintaining 
an invariant percept-concept. Lacking this constancy of 
perception, the schizophrenic’s self-concept and object 
relationships are impaired and may account for such 
phenomena as confusion of roles, ideas of passivity, the 
hallucinations du double of the French, and body image 
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distortion, as well as the perceptual distortions occurring 
in normal subjects during lysergic acid and mescaline 
intoxication. Such aschema implies the interdependence 
of internal and external perceptions, the latter including 
a concept of space which is both physical and social in 
nature. Alan A. Black 


TREATMENT 


1038. Electroconvulsive Therapy (With and Without 
Atropine): Effect on Electronically Analyzed Electro- 
encephalogram 

L. C. Jonnson, G. A. ULetTt, M. JOHNSON, K. SMITH, 
and J. O. Sines. A.M.A. Archives of General Psychiatry 
[A.M.A. Arch. gen. Psychiat.] 2, 324-336, March, 1960. 
6 figs., 13 refs. ; 


One of the fifty or more theories which have been postu- 
lated to account for the mode of action of electric con- 
vulsion therapy (E.C.T.) is that relating to the electro- 
cortical response; this states that slow-wave activity in 
the electroencephalogram (EEG) is necessary for E.C.T. 
to be effective. It has also recently been shown by 
Fink and Kahn (A.M.A. Arch. Neurol. Psychiat., 1957, 
78, 516) that the amount of EEG slowing correlates 
positively with clinical improvement, and in a previous 
study of the effect of E.C.T. on the EEG the two first 
named present authors obtained results which seemed 
to suggest that administration of atropine could prevent 
this EEG slowing. The present study, reported from 
Washington University School of Medicine, St. Louis, 
was undertaken to re-examine the effectiveness of atro- 
pine in this respect and to clarify the differences in EEG 
response in schizophrenic and depressed patients after 
E.C.T., 30 psychiatric in-patients aged between 17 and 
60 being studied, of whom 16 were diagnosed as schizo- 
phrenic or schizo-affective and 14 as suffering from de- 
pression. After it had been ensured that the patients 
were not sensitive to atropine they were assigned alter- 
nately to either the experimental group or control (shock 
only) group, the experimental group being given 5 mg. 
of atropine sulphate intramuscularly twice daily from the 
start of treatment up to 12 days after its completion (12 
sessions of E.C.T.). In both groups the EEG was 
recorded at the beginning of treatment, after the 6th and 
12th treatments, and again 10 days after the last treat- 
ment and analysed electronically. A psychiatric rating 
scale was also applied before and after treatment. Atten- 
tion was focused on the amplitude and frequency of the 
slow activity, and the patients were ranked in order on 
the basis of this activity as determined both by the elec- 
tronic analyser and independently by a trained observer 
from the record itself. Agreement between the two 
assessments was high, especially in the 3- to 5-c.p.s. range. 

The basic initial EEG patterns of schizophrenic and 
depressed patients were found not to differ, nor was there 
any significant difference between the initial patterns of 
the experimental and control groups. Comparison of 
the EEGs of the atropine-treated and control patients 
also failed to show any consistent differences, and thus 
the expected blocking of cortical slowing after atropine 
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was not demonstrated. E.C.T. produced a generalized 
increase in slow-wave activity in the three cortical areas 
studied. The pattern of response after the 6th treat- 
ment was similar to, but less marked than, that after 
the 12th. No difference in response was found between 
the schizophrenic and depressed patients except for some 
increase in activity at 5-5 to 7 c.p.s. in the parieto-occipital 
area of the schizophrenics. No relationship was estab- 
lished between the degree of EEG slowing and the rating 
of ward behaviour of the patients after E.C.T., nor was 
slowing related to either the duration of stay in hospital 
or eventual psychiatric state of the patients. Though 
depressed and schizophrenic patients showed no differ- 
ence in regard to the amount of slow activity after E.C.T., 
the final clinical response was better in depressed patients 
than in schizophrenic patients, thus confirming that 
** diagnosis is still perhaps the best predictor of clinical 
response to ECT, and that the amount of ECT-induced 
slow activity is not a significant variable ”’. 

J. S. Bearcroft 


1039. An Evaluation of Iproniazid (Marsilid) in the Treat- 
ment of Depression 

L. Rees and S. Benam. Journal of Mental Science [J. 
ment. Sci.] 106, 193-202, Jan. [received April], 1960. 
15 refs. 


After pointing out the dangers and fallacies which be- 
set the clinical trial of any new psychopharmacological 
agent unless strictly controlled the authors report the 
effects of iproniazid on 20 depressed patients successively 
admitted as in-patients to the Bethlem Royal Hospital, 
London, and thus under continuous observation and 
controlled medication. These were entered in a “ triple- 
blind”, self-controlled trial -in which allocation of 
iproniazid or an identical-appearing placebo to each half 
of the group for the initial 3 weeks was determined at 
random. Thereafter, drug and placebo were given alter- 
nately for 3-weekly periods; 14 patients completed the 
full 12-week trial, receiving the drug and placebo for 
two 3-week periods each. A detailed assessment of 
any change observed was entered on a specially designed 
form containing 18 items, each rated on a 5-point scale, 
relating to behaviour, clinical state, and symptomatology, 
which was completed weekly by the same physician. 
Finally the nurses’ daily recordings of ward behaviour 
and the physician’s assessment of the patient’s mental 
state on psychiatric examination were combined to form 
a global clinical assessment, graded on a 4-point scale. 

Analysed by non-parametric statistics, the results 
based on the rating scales showed a slight advantage in 
favour of iproniazid; but a significant improvement was 
also seen for the whole group at the end of the first 3 
weeks, indicating that factors other than the pharmaco- 
logical action of iproniazid were operating. Judged by 
clinical grading, there was even less evidence of the 
efficacy of this drug. 

In a further, uncontrolled, trial 60 depressed patients 
(32 in- and 28 out-patients) received iproniazid for 
periods of 3 weeks to 6 months. The initial daily dose 
of 150 mg. was later varied according to individual 
response. Even with prolonged administration, only 
26-6°% of this group showed moderate or marked im- 


| 
¥ 
|| 
d 
gue 
° 
4 
4 
ry a 
= 
| 
‘ 


PSYCHIATRY 


provement. Of 18 of the patients who were unrespon- 
sive to iproniazid, 16 made an immediate recovery after 
electric convulsion therapy. 

In both trials patients with reactive (neurotic) depres- 
sion showed the best results. Of the total of 80 cases, 
moderate or marked improvement was seen in 36% of 
cases of reactive depression, 23°% of cases of endogenous 
depression, and 11% of cases of atypical depression. 
Complications included 2 cases of jaundice and one case 
each of cerebral thrombosis, erythema, and leg oedema 
respectively; 3 ‘“‘ cyclothymics” had manic or hypo- 
manic “‘ swings’, and 6 of 8 patients with atypical de- 
pression, although partly relieved of their depression, 
developed paranoid ideas, 3 of them also showing schizo- 
phrenic thought disorder. In view of these results and 
of the possible toxic effects the authors doubt whether 
it is justifiable to continue using iproniazid in the treat- 
ment of depression. Alan A. Black 


1040. Report on the Neuropsychopharmacological Acti- 
vity of Haloperidol (R 1625). (Rapport sur l’activité 
neuro-psychopharmacologique du halopéridol (R 1625)) 
P. Divry, J. BoBon, and J. COLLARD. Acta neurologica 
et psychiatrica Belgica [Acta neurol. belg.| 60, 7-19, 
Jan. [received April], 1960. 


This paper from the University of Liége and the follow- 

ing one [Abstract 1041] form part of an international 
symposium on the neuroleptic drug “ haloperidol” 
(R 1625), the exact chemical nature of which is not 
indicated, but which is related to 4-(4-hydroxy-4-phenyl- 
piperidino)-butyrophenone. 
' Jt is stated that haloperidol, given intravenously, 
appears to be the most potent non-hypnotic therapeutic 
agent available for all forms of psychomotor agitation 
(chronic, paroxysmal, or following the administration of 
electric convulsion treatment, leptazol, or LSD). A 5-mg. 
dose is effective in nearly all cases, the onset of action 
being within 5 to 10 minutes, with a duration of 4 hours. 
No side-effects were observed in 45 agitated mental 
patients resistant to average doses of the usual sedative 
drugs. 

In the authors’ opinion haloperidol is the best drug 
available for the treatment of manic and hallucinated 
patients. It inhibits aggressive and impulsive behaviour 
in psychopaths, arrests hypermotility in cases of chronic 
agitation, and may prove to be a major weapon in the 
treatment of schizophrenia. J. MacD. Holmes 


1041. The Action of Haloperidol in the Psychoses. 
(L’action du halopéridol dans les psychoses) 
J. Devay, P. PicHot, T. LEMPERIERE, and B. ELIssALDE. 
Acta neurologica et psychiatrica Belgica [Acta neurol. 
belg.] 60, 21-38, Jan. [received April], 1960. 


In this paper from the Clinic for Mental Diseases of 
the Paris Faculty of Medicine the authors report the 
therapeutic effects of “‘ haloperidol” on 40 psychotic 
patients in hospital. These were similar to those ob- 
served with neuroleptics of the phenothiazine group, but 
the results were generally superior, being particularly 
remarkable in manic states and acute delirium. They 
were also satisfactory in acute schizophrenia, paranoid 
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schizophrenia, and chronic delirious states, though dis- 
appointing in hebephrenia. The anxiety in melancholia 
disappeared, but the depression was unaltered. 

In the doses originally used (of the order of 10 mg. a 
day) akinetic hypertonic states and acute excitomotor 
crises were encountered, but no accident occurred in the 
series. At lower dose levels (2 to 7-5 mg. daily) the drug 
was effective without producing undesirable side-effects in 
chronic cases. 

[The remaining 15 papers in the symposium, mainly 
from Belgium but also from various other Continental 
countries, confirm in varying degrees the potential use- 
fulness of haloperidol. The tendency of the drug to 
produce extrapyramidal and other side-effects and the 
consequent need for strict supervision in its administra- 
tion are stressed by many of the authors.] 

J. MacD. Holmes 


1042. Lysergic Acid Diethylamide (LSD-25) as a Facili- 
tating Agent in Psychotherapy 

A. L. CHANDLER and M. A. HARTMAN. A.M.A. Archives 
of General Psychiatry [A.M.A. Arch. gen. Psychiat.] 2, 
286-299, March, 1960. 15 refs. 


The value of lysergic acid diethylamide (L.S.D.) as 
an aid to psychotherapy was studied in 110 private 
patients who received 690 treatments, the aim of treat- 
ment being to help “‘ repressed material to become con- 
scious and to increase insight”. This group of patients, 
whose ages ranged from 15 to 62 years, included 44 with 
psychoneurosis, in 27 of whom anxiety was the main 
feature, and 36 with a personality disorder. Contra- 
indications to L.S.D. therapy were the presence of psycho- 
sis or a history of a psychotic breakdown. Before 
L.S.D. was administered the patient’s history was taken 
and he was given some examples of the kind of experi- 
ence he might expect and a brief description of the un- 
conscious and “ its language of symbolism ”’. 

L.S.D. sessions were given on the average every 2 
weeks, with several hourly psychotherapeutic sessions 
in between. Dosage of the drug was gradually increased 


’ from 50 yg. until an optimum was reached. At the end 


of the session an antagonist—for example, chlorproma- 
zine—was given to shorten the effects of L.S.D. The 
technique of the L.S.D. sessions is described; music was 
found to be an effective stimulus in helping to bring out 
affectively charged memories. The role of the doctor at 
these sessions was to encourage, guide, and interpret, 
and it is claimed that transference problems were more 
easily analysed with L.S.D. The typical reactions to 
the drug are discussed and the types of fantasy produced 
are described in detail. 

The results were assessed from the total clinical picture, 
which was rated on an 8-point scale, and correlated with 
the diagnostic group. On the whole, improvement was 
good except in patients with immature, inadequate 
personalities. The advantages and disadvantages of this 
type of therapy are discussed and its risks assessed. One 
of the patients committed suicide and in one a temporary 
psychotic episode occurred. 

[This is a useful paper since it describes fully many of 
the practical problems encountered in drug-assisted 
psychotherapy. ] B. M. Davies 


1043. Effect of Soap on the Diffusion of Water through 
Isolated Human Epidermis 

F. R. Berrtey and E. Donocuue. Nature [Nature 
(Lond.)} 185, 17-20, Jan. 2, 1960. 4 figs., 10 refs. 


It has previously been suggested that soap and other 
detergents increase the permeability of the skin. In 
experiments carried out at the Middlesex Hospital, Lon- 
don, to test this hypothesis epidermis isolated 1 or 2 days 
after death was incorporated into a window in a “ per- 
spex”’ cell which was filled with water. Evaporation 
from the open surface of the water was prevented by a 
layer of liquid paraffin. There was a steady daily loss 
in weight of the cell of about 5 to 10 mg. This was not 
present when rubber was substituted for skin. The effect 
of putting soap solution into the cell with the epidermal 
window was striking; there was a rapid increase in the 
rate of loss of weight to approximately 10 times that 
when water alone was used. When the soap solution 
was removed and replaced by water the rate of loss of 
weight returned rapidly to normal, indicating that the 
epidermal barrier was not permanently damaged. Simi- 
lar results were obtained with 5°% potassium palmitate 
solution. 

The action of soap solution was not due to its low sur- 
face tension, since if unglazed porcelain was placed over 
the window instead of epidermis the passage of soap 
solution was slower than that of water. Also 1% bile 
salt, which has a low surface tension, did not alter the 
rate of diffusion from normal. ‘“* Teepol”, a soapless 
detergent, gave a somewhat higher rate of diffusion than 
water, but it was not comparable to that obtained with 
soap. 
The experiments showed that soap has the property 
of making the epidermis much more permeable to water 
than normal and this may be related to its irritant effect 
on the normal skin. The results also suggest that the 
cleansing properties of soap and teepol are not the same 
as their penetrative effect. The reversibility of the action 
of soap in the present studies does not support the view 
that permeability is increased by the removal of fatty 
or other substances from the barrier zone. 

G.:-W. Csonka 


1044. Relationship of Stress to the Development of 
Symptoms in Alopecia Areata and Chronic Urticaria 

M. REINHOLD. British Medical Journal [Brit. med. J.] 
1, 846-849, March 19, 1960. 5 refs. 


The relationship between emotional disturbance and 
the skin condition was studied in 52 patients with alo- 
pecia areata and 27 with urticaria seen in the out-patient 
department of St. John’s Hospital for Diseases of the 
Skin, London. All the patients led lives of long-con- 
tinued stress or had signs of other emotional disturbance 
before the onset of the skin condition. A detailed history 
was taken, sometimes necessitating several long inter- 
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views, after which the patients were divided into 6 groups. 
The patients in 3 of these had a history of long-continued 
stress with varying degrees of precipitating crisis; in the 
patients in the other groups there was evidence of psycho- 
logical disturbance other than stress. The largest group 
of patients with alopecia (27) had a history of long- 
continued stress but no precipitating crisis and the largest 
group of those with urticaria (13) a history of long-con- 
tinued stress with a minor crisis. 

Treatment consisted in regular interviews with dis- 
cussion at a superficial level of factors causing stress or 
of the general life situation of the patients. Sedation ora 
stimulant was given as required. The follow-up period 
was 3 to 19 months. Of the 52 patients with alopecia, 
hair grew completely again in 35; in 11 the follow-up 
period was not long enough to assess the reaction; and 
in 6, who had alopecia totalis and a definite emotional 
disturbance which was difficult to treat, the psychothera- 
peutic approach had no effect. In 18 of the 27 patients 
with chronic urticaria there was improvement, great 
improvement, or complete remission of rash; some 
improvement was seen in 9, but the period of follow-up 
was too short for adequate assessment. 

It is concluded that in certain cases stress plays a part 
in the causation of both alopecia areata and chronic 
urticaria. E. H. Johnson 


1045. Skin Changes in Hypocalcaemia 
C. E. Dent and M. Garretts. Lancet [Lancet] 1, 142- 
146, Jan. 16, 1960. 6 figs., 11 refs. 


Although the trophic cutaneous effects of hypocal- 
cemia are already well known, several reports have indi- 
cated a relation between certain cases of exfoliative 
dermatitis and hypocalcemia. All the 4 patients re- 
ported in this paper from University College Hospital, 
London, with eczema bordering on erythrodermia 
showed a close parallel in their levels of serum calcium 
and the state of their skin eruption. Aetiology appeared 
to have no immediate bearing; the patient in Case 1 had 
permanent postoperative hypoparathyroidism, the patient 
in Case 2 had temporary hypoparathyroidism after 
excision of a tumour, while those in Cases 3 and 4 had 
steatorrhea, one idiopathic and one coeliac. The first 
patient, whose early hypoparathyroidism was controlled 
by “* parathormone ”’, later escaped control and developed 
tetany and an acute psychosis rapidly followed by an 
eczema of the arms. Her serum calcium level was then 
5-9 mg. per 100 ml. Treatment with dihydrotachysterol 
(DHT) relieved all symptoms, including the rash. Sub- 
sequent tests demonstrated an unusual sensitivity to 
even minor degrees of hypocalcemia, an eruption appear- 
ing as soon as the calcium level fell below 8-1 mg. per 
100 ml. The second patient, also female, was noted in 
retrospect to have developed generalized eczema with 
a serum calcium level of 5 mg. per 100 ml. which cleared 
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as soon as calcium therapy had raised the value to 8 mg. 
per 100 ml. After spontaneous recovery no further 
eruptions were seen. The other two patients, who had 
latent tetany, steatorrhea, and generalized erythrodermia, 
improved rapidly with correction of their hypocalcemia 
either with DHT or pure calciferol. Both skin condi- 
tions relapsed as soon as the serum level of calcium fell 
below 8 mg. per 100 ml. Unfortunately one of these 
two died of bronchopneumonia, but the other con- 
tinues to remain clear of eruption with treatment. 

The therapeutic value of calcium in relieving any 
eczema, despite a normal serum calcium level, has been 
explained by Chambers and Zweifach as due to a restora- 
tion of cement substance to the vascular walls, but in 
these 4 cases the authors feel that hypocalcemia was 
directly responsible for the eruptions seen. It seems to 
be an uncommon and individual phenomenon, un- 
associated with the aetiology or with the form of therapy 
used for cure. They urge that serum calcium values 
should be studied in all cases of severe, refractory eczema 
and erythrodermia. Allene Scott 


1046. Treatment of Chronic Eczema with Radioactive 
Dressings Containing Active Products of Thoron Dis- 
integration (Alpha Therapy). (Jleuwenue 6onbHEIx xpo- 
HHY€CKOH NMOBASKAMH C 
AKTHBHBIM HaJIeTOM MpOsyKTOB pacnaga TopoHa 
dba-Tepanua)) 

A. F. Tret’sakov, E. S. Séepor’eva, and H. G. FRENK- 
LAH. Becmuux J[epmamoaoeuu u Beneponozuu [Vestn. 
Derm. Vener.] 34, 35-41, Jan., 1960. 21 refs. 


Thorium X has been used in the treatment of chronic” 
eczema for more than 40 years. When applied as an 
ointment or solution the dosage is difficult to estimate 
and there is a danger of absorption of thorium X from 
the skin and some risk to the medical personnel from 
thorium emanation. In 1949 Tretyakov introduced 
dressings with an active coating of the products of 
thoron disintegration. This therapy produced a marked 
analgesic effect and it was therefore decided to carry out 
a clinical trial of these dressings on patients with chronic 
eczema in whom itching was the main symptom. 

For the preparation of the dressings radioactive 
thorium is used as the source of the required isotopes. A 
powerfully emanating preparation of radioactive thorium 
in a dose of 40 to 50 mg.-equivalents of radium in radio- 
active equilibrium with thorium X is placed on the bot- 
tom of a hermetically sealed chamber in a fume cup- 
board. A piece of gauze is wrapped around a metallic 
electrode, which is placed in the chamber and connected 
to a negative source of 2 kV. The products of thoron 
disintegration settle on the gauze. One surface of the 
gauze is therefore coated with thorium B, C, C’, and 
C”, emitting alpha rays, which penetrate the skin to 0-1 
mm., and a few beta and gamma rays. The activity of 
the dressing depends on the time spent in the chamber. 
A dressing with a suitable activity is cut out slightly 
larger than the affected part, placed over it, and bandaged 
into place. The duration of treatment is from 5 to 24 
hours, giving a dosage of 0:5 to 8 yc. per sq.cm. The 
isotopes do not stick to the skin so that the treatment is 


ended on removing the bandage. The course consists of 
2 to 10 applications, usually 4 or 5. 

In most of the cases treated the itching ceased immedi- 
ately as a result of the treatment and by the end of the 
fourth week the skin had become normal. Out of 38 
patients, 36 showed clinical cure and 2 improvement. 
Follow-up showed 13 complete cures. In the rest recur- 
rence was observed after 12 to 24 months, either in the 
original areas or in new ones. The treatment was 
repeated in 18 cases and complete cures resulted in 16. 

[Although the authors call the condition “‘ chronic 
eczema”, from their description of the lesions it is 
possible that in Great Britain it would have been called. 
neurodermatitis.] N. Hopewell 


1047. Treatment of Eczema and Neurodermatitis with 
Radioactive Thallium. (Jlewexue 
HEBPOMEPMHTOM T1-204) 

V. F. Gmevsxasa. Becmuux J[epmamoaoeuu u Be- 
Heponozuu [Vestn. Derm. Vener.] 34, 44-46, Jan., 1960. 
10 refs. 


Radioactive thallium (2°4T1) is one of the long-lasting 
artificial radioactive isotopes. Its half-life is 2-7 years 
and 98° of its emanation consists of beta particles, with 
a very shallow penetration of the skin. 

The author has used applicators of 2°4T1 in the treat- . 
ment of itching skin conditions with 40 to 80 r. at each 
treatment to a total of 160 to 250 r. In most cases of 
eczema and neurodermatitis itching disappeared after 
2 treatments. Out of 52 patients with eczema, 8 were 
cured, 20 showed improvement, and 5 deteriorated. 
Out of 13 patients with neurodermatitis, 5 were cured 
and 7 improved. 

-The author concludes that radioactive thallium is 
similar to radioactive phosphorus in its action on circum- 
scribed eczemas and neurodermatitis, but has the advan- 
tage of shallow skin penetration. N. Hopewell 


1048. Late Results of Treatment of Some Skin Condi- 
tions with Radioactive Phosphorus. (OrmaneHHbie pe- 
TOPIX KOMKHBIX 

M. I. ProHorRENKO. Becmuux J[epmamoaozuu u Bexep- 
onoeuu [Vestn. Derm. Vener.] 34, 42-44, Jan., 1960. 


For the treatment of skin conditions the author applies 
radioactive phosphorus in the form of an impregnated 
piece of linen placed in a cellophane bag after drying. 
At first these were cut to the shape of the lesions, but 
later, following Ministry of Health instructions, applica- 
tors of standard sizes from 25 to 100 sq. cm. were used. 
The following conditions were treated in 388 cases: 
eczema, neurodermatitis, scaly lichenification, vascular 
naevi, and other dermatoses. 

The immediate clinical results were as follows: clinical 
cure 32:7%, great improvement 22-19%, improvement 
29-2%, and no effect in 16%. The best results were 
obtained in eczema and neurodermatitis. Single doses 
of 25 r. were used and a course of 500 to 600 r. in divided 
doses was found to give the best results. Pigmentation 
was frequent, but no other side-effects were observed. 
The late results (in 294 cases) were as follows: clinical 
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cure 28-6°%%, great improvement 6:1%, improvement 
78%, and no effect in 8-2%. Relapses occurred in 
49:3. No atrophy or any other general or local side- 
effects were observed. 

The author concludes that although this method of 
treatment deserves further study, simultaneous therapy 
directed to the causes of the condition should be given. 

N. Hopewell 
1049. Acne, Estrogens and Spermatozoa 
J. F. Mutums, W. B. McCasn, and J. K. LAMAR. 


A.M.A. Archives of Dermatology [|A.M.A. Arch. Derm.) 
81, 53-57, Jan., 1960. 13 refs. 


Because of their depressant effect on sebaceous acti- 
vity female hormones have frequently been prescribed 
as an aid in the treatment of cystic acne vulgaris in the 
male. Such hormones, however, may also have a de- 
pressing effect on spermatogenesis and the authors have 
studied this possibility at the University of Texas Medical 
Branch, Galveston. Twenty normal men between the 
ages of 20 and 39 were given a daily dose of 2:5 mg. of 
** premarin ” (a conjugated oestrogenic substance) for a 
period of 91 days. After a pre-treatment sperm count 
additional counts were made at 2-weekly intervals and 
were continued during a further period of 70 days while 
placebo tablets were used. 

From the tabulated results it is seen that there was no 
significant increase or decrease in sperm count after 
oestrogen therapy, although some men whose spermato- 
genesis was not suppressed had an increased count after 
the hormone was withdrawn. The volume of seminal 
fluid and the percentage of motility of the spermatozoa 


did not appear to be altered. Gynaecomastia, which was - 


common and occurred in 12 of the patients, subsided 
during the period when the placebo was given. A 
definite decrease in oiliness of the skin and in the number 
of acne lesions was noted in all cases, but the skin had 
returned to its previous state in 6 cases by the end of the 
period of observation. 

The authors conclude that, so far as alterations in 
spermatogenesis are concerned, the preparation used is 
perfectly safe when given over a 3-month period. 


Benjamin Schwartz 


1050. Treatment in Bullous Diseases with Corticosteroid 
Drugs and Corticotrophin 

C. J. Stevenson. British Journal of Dermatology (Brit. 
J. Derm.) 72, 11-21, Jan., 1960. 5 figs., 12 refs. 


The author reviews the results of steroid therapy in 


- bullous dermatoses in a series of 170 patients drawn 


from 10 London teaching hospitals and St. John’s Hos- 
pital for Diseases of the Skin, London. Of 17 patients 
with erythema multiforme, 15 suffered from recurrent 
attacks which were “successfully suppressed” after 
administration of 20 to 30 mg of prednisone daily for 
2 to 6 weeks. There were only 10 patients in the series 
with dermatitis herpetiformis; 4 benefited from steroid 
therapy and 5 did not, while one obtained relief when 
diaminodiphenyl sulphone was combined with predni- 
sone. Of 14 patients with benign mucous membrane 
pemphigoid, 10 responded well, although ocular lesions 
were not completely suppressed. Only 6 out of 68 
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patients with pemphigoid failed to respond. Remission 
followed cessation of treatment in 26 patients in this 
group, remission lasting up to 3 years in 11; 32 others 
were effectively treated with continuous steroid therapy, 
in 7 of them for 4 years or more. Of 10 deaths in this 
group, 8 were considered to be due to natural causes and 
2 could be related to the treatment. Of 61 patients with 
pemphigus, 21 (34°%) died, death being due in most of 
them to inadequate initial or maintenance dosage or 
the complications of steroid therapy. 

The importance of adequate dosage and the more 
severe side-effects observed in this series are discussed. 


G. B. Mitchell-Heggs 


1051. The Treatment of Pityriasis Rosea with Panto- 
thenic Acid. (O maHToTeHoBOH 
posoBoro 

V. A. Icogin and S. D. Minastov. J[epma- 


mofozuu u Beneponoeuu [Vestn. Derm. Vener.| 34, 
53-54, March, 1960. 


Pantothenic acid was used by the authors in the treat- 
ment of pityriasis rosea, 0-03 g. of pantothenic acid and 
0:3 g. of glucose being given in powder form by mouth 
three times daily for 10 days. 

Thirteen patients were treated, in all of whom the 
lesions faded 2 to 3 days after starting the treatment. No 
fresh lesions appeared and after 8 to 11 days the lesions 
had disappeared completely. Subjective symptoms such 
as itching also improved rapidly. In the early stages of 
the disease improvement was more rapid than in the 
later stages. N. Hopewell 


1052. A Study of the Nasal Cytology in Infants with 
Eczemoid Dermatitis 


L. V. CRAwFrorD. Annals of Allergy [Ann. Allergy] 18, 
59-64, Jan., 1960. 1 fig., 23 refs. 


In 26°% of 50 newborn infants examined at the Pedia- 
tric Allergy Clinic, University of Tennessee College of 
Medicine, Memphis, eosinophilia was found in nasal 
smears (eosinophil granulocytes being seen in clumps or 
forming over 10°% of the cells in 1 of 3 slides). This 
gradually disappeared during the next 3 months. Of 50 
infants with atopic eczema, about half had eosinophilia 
in the nasal smear. These infants were followed up for 
2 years, and during that period 85°% of those with eosino- 
philia developed allergic rhinitis or asthma, whereas 
only 37% of those without eosinophilia developed one 
of these disorders. H. Herxheimer 


1053. The Treatment of Atopic Eczema with Systemic 
Steroids 

I. B. SNEDDON. British Journal of Dermatology [Brit. . 
J. Derm.| 72, 1-6, Jan., 1960. 2 figs., 7 refs. 


Some reports in the literature reveal a difference of 
opinion on the value of steroids in the treatment of atopic 
eczema. In the present author’s view the dangers of 
steroid therapy appear to have been “* somewhat exagger- 
ated ”’, and with the introduction of prednisolone he was 
encouraged to try this drug in the treatment of a few 
severely disabled cases of atopic eczema at the Royal 
Infirmary, Sheffield, selecting only those with a normal 
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chest radiograph and without a history of peptic ulcera- 
tion or hypertension. A group of 26 patients were 
treated for periods of 4 months to 44 years, the dosage 
of prednisolone varying according to individual needs. 
No control series was included since many of the patients 
had been observed for periods of 10 years. The results 
were good in 19 cases and fair in 5; treatment was a 
failure in 2. One of the most striking results was the 
improvement in personality. The only side-effects noted 
were a gain in weight and moon-face, which were com- 
mon, but the author states that it is his intention to in- 
vestigate adrenal activity after small maintenance doses 
have been given for several years. He suggests that the 
satisfactory results in the present series may have been 
due to the fact that patients with atopic eczema are 
otherwise fit. In those series in which side-effects have 
been more serious the patients have had such disorders 
as rheumatoid arthritis or have been confined to bed. 
G. B. Mitchell-Heggs 


1054. Corticosteroid Therapy in Besnier’s Eczema 
I. C. Lamont. British Journal of Dermatology [Brit. J. 
Derm.) 72, 7-10, Jan., 1960. 12 refs. 


At the Western Infirmary, Glasgow, steroid therapy 
(mainly prednisolone) was tried in a small series of 23 
patients with long-standing Besnier’s eczema. The dos- 
age of prednisolone varied from 5 to 15 mg. daily in 
adults and 2:5 to 5 mg. in children, and the duration of 
treatment ranged from 3 months to 34 years. There was 
definite improvement in 18 patients and little or no change 
in 5. Mild side-effects, which occurred during treatment 
in 11 patients, included gastro-intestinal disturbances, 
intercurrent infections, acne vulgaris, and headache. 
The author points out that even with a moderate dosage 
of corticosteroids more serious side-effects can occur 
and that close supervision is necessary even after treat- 
ment is discontinued. 

A total of 22 courses of treatment were given to the 
18 patients who improved; after 17 of these steroid 
therapy was discontinued and within 10 months a relapse 
had occurred in 14 of the 17 instances. 

. G. B. Mitchell-Heggs - 


1055. Griseofulvin, Clinical and Experimental Studies 
H. M. Rosrnson Jr., R. C. V. RoBInson, E. S. BERESTON, 
L. L. MANcuHeEY, and F. K. Bett. A.M.A. Archives of 
Dermatology [A.M.A. Arch. Derm.] 81, 66-76, Jan., 
1960. 7 figs., 11 refs. 


In this paper from the University of Maryland School 
of Medicine, Baltimore, the authors report the results 
of studies on griseofulvin. Investigations on human 
subjects showed that blood and urine levels were very 
low after the administration of griseofulvin when the 
concentration of the drug was measured by a spectro- 
photometric method. It is suggested, therefore, that a 
metabolite rather than griseofulvin itself may be the 
substance responsible for any clinical improvement. 

It was found difficult to inoculate guinea-pigs success- 
fully with virulent strains of Microsporum canis and the 
authors felt that the rapidity with which the infection 
was eradicated must cast doubts on the validity of any 
experiments on the effect of griseofulvin on this fungus 


in guinea-pigs. Studies in vitro with Trichophyton 
mentagrophytes, M. audouini, and M. canis indicated 
that resistance to griseofulvin could easily be developed. 
The results with 7. rubrum were too erratic to justify any 
conclusion, but the natural resistance of Candida albicans 
to griseofulvin was confirmed. 

The results of clinical experiments are tabulated and 
show that of 46 cases of tinea capitis infected with M. 
audouini, satisfactory results were obtained in 34 and 
improvement in the other 12 cases still under treatment. 
Similar good results were obtained in 7 cases infected 
with M. canis. Improvement was noted in all of 23 cases 
of onychomycosis infected with T. rubrum, but these were 
all still under treatment and cultures from the distal 
ends of the nails were still positive. Rapid improvement 
was noted in the nails of one patient infected with T. 
mentagrophytes. 

Uniformly good clinical and cultural results were 
obtained in all cases of tinea cruris treated (5 infected 
with 7. rubrum, one with T. mentagrophytes, and 2 with 
Epidermophyton floccosum). All of 5 cases of tinea cor- 
poris infected with M. canis cleared rapidly, and of 9 
cases infected with T. rubrum, 7 were cured and 2 still 
under treatment were improving. Where tinea pedis 
was concerned, 3 infections with T. mentagrophytes and 
2 with E. floccosum were rapidly cured. Where T. rub- 
rum was the infecting agent improvement was noted in 
all of the 13 cases still being treated. 

A total daily dosage of 25 mg. of griseofulvin per kg. 
body weight was considered adequate for children up to 
12 years of age, and in adults the optimum dosage varied 
between 750 mg. and 1 g. daily. Routine blood examina- 
tions, urine examinations, and liver function tests revealed 
no abnormalities during treatment and, apart from one 
patient with a mild diarrhoea which did not necessitate 
stopping treatment, there were no clinical side-effects. 

Benjamin Schwartz 


1056. The Treatment of Epidermophytoses with TNT 
Preparations. npenapaTamMu 
THT) 
V. D. Maxeev. Becmuux J[epmamoaoeuu u Bexepo- 
fAozuu [Vestn. Derm. Vener.] 34, 29-33, March, 1960. 
11 refs. 


This paper gives an account of the use of trinitro- 
toluene (TNT) in the treatment of fungus infections. 
This preparation was found to have a fungicidal action 
on the Kaufman—Wolf Epidermophyton in a concentra- 
tion of 1:16,000 and on Epidermophyton rubrum in a 
concentration of 1:8,000. It was also noted to exert a 
bactericidal effect on Staphylococcus aureus in a dilution 
of 1:100,000 and on Staphylococcus haemolyticus in a 
dilution of 1: 150,000. It was used in a lotion and in an 
ointment and was found on the whole to be non-irritant. 
Its germicidal effect and blandness were thought to be 
of value in a condition complicated by secondary infec- 
tion and eczema. 

A total of 438 patients were treated, of whom 74% were 
cured and 21-:9°%% improved. About 4% showed deteri- 
oration, which was ascribed to their sensitivity to the 
preparation. Relapses occurred in 12% of cases during 
a year’s follow-up. N. Hopewell 


on 
1iS 
rs 
1is 
nd 
th 
of 
or 
re 
Q- 
4, . 
t- 
id 
th 
ne 
lo 
ns 
of 
th 
8, 
of 
al 
or 
is 
ia 
)- 
is 
ic 
c 
il 


1057. Further Experiences in the Use of Lactulose to 
Create a Lactobacillary Preponderance in the Intestines of 
Bottle-fed Babies 

P. K. A. McWiLuiaM. Scottish Medical Journal [Scot. 
med. J.| 5, 118-122, March, 1960. 6 refs. 


The use of lactulose to induce a predominant lactobacil- 
lary flora in the intestines of bottle-fed babies is briefly 
described. Details are given of a controlled clinical 
trial of two groups of healthy babies in a residential 
nursery in which one group was fed on a half cream milk 
containing lactose and lactulose and the control group 
was fed on the same milk containing only lactose. Fre- 
quent regular bacteriological investigations on the stools 
from both groups of babies showed no significant over- 
all difference in the average lactobacillary response and 
the incidence of infection with type-specific strains of 
Escherichia coli. A further small trial of 7 pairs of 
similar babies is also described, in which the first baby 
was fed on a proprietary full cream milk reconstituted 
with a powder containing lactose and a high proportion 
of lactulose, the second baby receiving the same milk 
reconstituted in the normal way with sucrose. No signi- 
ficant differences were observed between the average 
over-all lactobacillary counts of both groups of babies 
and their respective incidence of Esch. coli infection. 

It is concluded that feeding lactulose to healthy babies 
under the conditions described is not a practical means of 
inducing and sustaining a predominant lactobacillary 
intestinal flora and conferring immunity from type 
specific Esch. coli infections.—[Author’s summary.] 


1058. Pathogenesis of ABO Hemolytic Disease 
A. S. Wiener, V. J. Frepa, I. B. Wex er, and G. J. 
BRANCATO. American Journal of Obstetrics and Gyne- 


cology [Amer. J. Obstet. Gynec.] 79, 567-592, March, 
1960. Bibliography. 


The pathogenesis of neonatal jaundice resulting from 
ABO blood-group incompatibility is discussed in this 
paper from Columbia University and three hospitals in 
New York. The authors [who are well known for previ- 
ous work on this and allied subjects] studied over a 
period of 15 years 51 families in which ABO haemolytic 
disease occurred. Blood samples from parents, affected 
infants, and siblings were tested for blood groups and sub- 
groups, and serum from the mothers and some of the 
babies was titrated to determine the content of isoanti- 
bodies. Whenever possible saliva specimens were also 
obtained and tested for A, B, and H substances. All 
tests were performed by the blind technique, one person 
setting up the test and another reading the reaction 
without knowing the identity of the subject. , 

As expected from previous work, all mothers but one 
were of Group O, no fathers were of Group O, and all 
babies but one were of Group A or B. There was a low 
incidence of Subgroup A2, amongst fathers and affected 
babies: the erythrocytes of newborn babies are less 
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agglutinable than those of adults and this is especially 
so with Subgroup A2, hence such babies are rarely and 
then only mildly affected. Antibody titres in maternal 
serum often showed a higher level for anti-A than anti-B 
when the infant was of Group A and the reverse when the 
affected baby was of Group B, but in a few cases the titres 
were equal, suggesting stimulation by an antibody of 
heteroimmune origin. Some correlation was found be- 
tween the titre of maternal antibodies and the severity 
of the haemolytic disease, but this was not of general 
prognostic value. 

The authors argue that it is misleading to classify iso- 
antibodies as “ natural” or “ immune”, for all are of 
immune origin, but may be heteroimmune or isoimmune 
depending on the nature of the antigen. They found the 
incidence of secretors and non-secretors amongst Group- 
O mothers to be similar to that in the general population, 
while among affected babies there were fewer non-secre- . 
tors than might have been expected. Blood-group sub- 
stances have been demonstrated in the amniotic fluid 
when the baby is a secretor and these may be responsible 
for sensitization of the mother: they found that in 14 
families where the firstborn baby was affected, only 
one proved to be a non-secretor. 

It is suggested that there are two patterns of haemo- 
lytic disease. In one the maternal antibodies are of 
heteroimmune origin and the disease is often mild, while 
in the second, which is less common, the babies are secre- 
tors and the disease may be severe and resemble that seen 
in rhesus incompatibility. The authors point out that 
their series is a small one and biased to include more of 
the severely affected babies, and they recommend further 
observations on similar lines. F. P. Hudson 


1059. The Influence of Exogenous Iron on Formation 
of Hemoglobin in the Premature Infant 

D. HAMMOND and A. Murpuy. Pediatrics [Pediatrics] 
25, 362-374, March, 1960. 2 figs., 47 refs. 


The effect of parenteral administration of iron in the 
neonatal period was studied in infants prematurely born 
at the Herbert C. Moffitt Hospital (University of Cali- 
fornia), San Francisco. The infants were assigned at 
random to two groups, being paired by birth weight, 
one group serving as untreated controls and the other 
receiving a total of 100 mg. of iron—dextran (“‘ imferon ”’) 
intramuscularly over 2 to 4 days when weight had reached 
1,500 g. and weight gain was consistent, usually during 
the second or third week of life. No attempt was made 
to control diet, other than to prohibit the administration 
of medicinal iron. All infants were subjected to com- 
prehensive and detailed haematological investigations 
and the results are shown in tables and in graphs. The 
authors conclude as follows: (1) exogenous iron can be 
utilized by premature infants at an earlier age than is 
generally appreciated, at a time when the naturally 
acquired iron stores are not depleted; (2) the early ad- 
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ministration of iron appears to accelerate recovery from 
the early anaemia of prematurity; and (3) iron adminis- 
tered in the neonatal period can prevent the late anaemia 
of prematurity. J. M. Smellie 


1060. Observations on the Bacteriology and Epidemiology 
of Nursery Infections. [Monograph] 

A. F. HARDYMENT, R. A. WiLson, W. Cockcrort, and 
B. JOHNSON. Pediatrics [Pediatrics] 25, 907-927, May, 
1960. 1 fig., 8 refs. 


CLINICAL PAEDIATRICS 


Plasma-cell Hepatitis, with Special Attention to 
Steroid Therapy 
A.R.PaceandR.A.Goop. <A.M.A. Journal of Diseases 
of Children [A.M.A. J. Dis. Child.] 99, 288-314, March, 
1960. 22 figs., 36 refs. 


The syndrome “‘ plasma-cell”’ hepatitis occurs in only 
a small percentage of all post-necrotic cirrhosis. It is 
characterized by a large number of plasma cells among the 
inflammatory cells in the liver and extreme hypergamma- 
globulinaemia. Signs of severe hepatitis include charac- 
teristic biopsy findings, jaundice and a high serum bili- 
rubin level, and enlargement of the liver. In each of the 
6 cases of definite plasma-cell hepatitis described in this 
paper from the University of Minnesota Hospitals, 
Minneapolis, there was also evidence of generalized 
vascular disease, such as skin rashes or arthritis. Corti- 
sone therapy was effective in suppressing all the clinical 
manifestations of the disease and most of the abnor- 
malities found on laboratory investigation. The histo- 
logical appearances of the liver also improved. In 
some of the patients severe side-effects from large doses 
of steroid interfered with treatment, and in all cases 
cessation of therapy was followed by return of symptoms 
and increased liver damage. In 4 other cases of chronic 
hepatitis which were not so definitely of the same type 
the results of steroid Cavepy were not encouraging. 

E. H. Johnson 


1062. Some Auscultatory and Phonocardiographic Find- 
ings Observed in Early Infancy 

K. A. Hauwie-Smitu. British Medical Journal [Brit. 
med. J.\ 1, 756-759, March 12, 1960. 14 figs., 
13 refs. 


In this paper the author discusses the auscultatory and 
phonocardiographic findings in 230 normal babies born 
at the Canadian Red Cross Memorial Hospital, Taplow: 
She recorded the sleeping heart rate of the babies each 
evening. The mean rate fell a little in the first 24 hours 
of life to 108 beats per minute, but then rose steadily 
until the 11th day, when it reached about 130 per minute. 

The first and second heart sounds were heard from 
birth, and splitting of both sounds was clearly audible. 
This finding was confirmed by the phonocardiogram. 
The split of the second sound averaged 0-024 second 
(minimum 0-01, maximum 0-05). Systolic murmurs were 
audible in 33% of the babies on the first day of life and 
this figure rose to 77°% by the 8th day. The murmurs 


were described as soft or very soft, and were visible on the 
phonocardiogram. No diastolic murmurs were heard. 
Twelve phonocardiograms [of good quality] are repro- 
duced in the paper. 

The author discusses the probable origin of the mur- 
murs. Congenital heart disease would not account for 
the large number found. The fact that the murmurs 
persisted makes it unlikely that they were caused by blood 
flow through foetal channels. The most probable ex- 
planation is that they were functional in nature. Phono- 
cardiograms were obtained from a few infants with con- 
genital heart disease and the findings differed markedly 
from the tracings on normal infants. 

[The author mentions that most previous authors 
have given the incidence of systolic murmurs in the 
newborn as ranging from 0-5 to 5%. The present figure 
of 77°%% on the 8th day of life can only mean that many 
extremely soft murmurs have been included.]_ . 

John Rendle-Short 


1063. Obesity in Childhood: a Clinical Trial of Phen- 
metrazine 

J. RENDLE-SHORT. British Medical Journal (Brit. med. 
J.] 1, 703-704, March 5, 1960. 9 refs. 


One of the effects of phenmetrazine (“‘ preludin ”’), 
a synthetic derivative of ephedrine which is not pharmaco- 
logically related to amphetamine, is to diminish appetite. 
According to the manufacturers, it acts on the satiety 
centre in the hypothalamus. The author of this paper © 
from the University of Sheffield describes a double-blind 
controlled trial of phenmetrazine on 21 children who were 
receiving an unrestricted diet. All the children weighed 
over the ninetieth percentile above the average weight for 
their age and were gaining weight at the beginning of the 
trial. For a control period of 14 days no treatment was 
given. The patients then received either phenmetrazine 
(dosage 25 mg. morning and midday in those aged 8 
years and over and 12-5 mg. at the same times in younger 
children) or a dummy tablet for a period of 28 days. 
They were then weighed and for the next 28 days those 
who had received phenmetrazine were given the dummy 
tablet and vice versa. 

During the preliminary 2 weeks all the children gained 
between 4 Ib. and 5 Ib. (227 g. and 2:2 kg.). While 
receiving phenmetrazine 18 lost 4 to 8 lb. (227 g. 
to 3-6 kg.) with an average of 4 Ib. (1-8 kg.), 2 children 
remained stationary, and one child gained 4 lb. While 
receiving dummy tablets 17 children gained from 1 to 
5 lb. (454 g. to 2:2 kg.) with an average of 2 Ib. (907 g.), 
2 remained stationary, and 2 lost 1 and 14 lb. (450 and 
680 g.) respectively. In every case phenmetrazine was 
more effective than the dummy tablet. 

It is emphasized that phenmetrazine is not without 
dangers; subacute delirium, toxic psychosis, and addic- 
tion have occurred in adults. The author considers that 
appropriate dietetic measures should be the mainstay in 
the treatment of obesity in childhood, and phenmetrazine 
should be given only if such measures fail. No treat- 
ment will succeed unless the child is willing to cooperate, 
and in some cases it may be better for the child to remain 
fat rather than to provoke a harmful psychological 
siruggle. A. G. Mullins 


Medical Genetics 


1064. Heredofamilial Mononeuritis Multiplex with Bra- 
chial Predilection 

R. A. TAytor. Brain [Brain] 83, 113-137, March, 1960. 
1 fig., 13 refs. 


A family, consisting of 119 individuals representing 5 
generations has a strong predilection for the occurrence 
of single or recurrent attacks of neuritis; 23°% of the 
males and 22°%% of the females of child-bearing age have 
so far been affected. The neuritis is most frequently 
brachial in location, but cranial nerves, as well as single 
or multiple peripheral nerves have been involved. The 
peripheral neuritis is characterized by excruciating pain, 
weakness, atrophy and sensory loss. Functional re- 
covery after many months is the rule; however, long- 
standing residual deficits are seen. Attacks associated 
with pregnancy are characteristic. The basic defect is 
transmitted by an autosomal dominant gene with a high 
degree of penetrance. The neural involvement closely 
resembles serum neuritis and the fundamental defect 
may be genetically determined susceptibility of the 
peripheral neural tissue to hyperergic reactions.— 
[Author’s summary.] 


1065. Phaeochromocytoma in Six Members of the Same 
Family. (Vyskyt feochromocy‘omu u Sesti Clenu téze 
rodiny) 

Z. MARATKA, M. PaceéxovA, and E. Hrapec. Vnitrni 
léka¥stvi [VnitFni Lék.] 6, 272-280, March, 1960. 15 
figs., 7 refs. 


In three generations of the same family, 6 out of 7 
direct descendants suffered from symptoms of phaeochro- 
mocytoma. The diagnosis was confirmed indisputably 
at necropsy or operation in 4 cases. In the remaining 
2 the death certificate did not mention the diagnosis, 
but the clinical symptoms were typical of the disease 
and sudden death was also in its favour. Moreover, 
in 2 of the 6 cases hibernoma (brown fat of tumour-like 
appearance) was found; the relation of this finding to 
the phaeochromocytoma is not clear. The occurrence of 
phaeochromocytoma in the majority of the direct 
descendants of this family is suggestive of dominant 
heredity. M. Hrusak 


1066. Inheritance of Vasopressin-resistant (‘‘ Nephro- 
genic ’’) Diabetes Insipidus 
M. G. Ropinson and S. A. KAPLAN. A.M.A. Journal 
of Diseases of Children [A.M.A. J. Dis. Child.| 99, 164- 
174, Feb., 1960. 15 refs. 


In this paper from the State University of New York 
all the published pedigrees showing the inheritance of 
vasopressin-resistant (nephrogenic) diabetes insipidus are 
reviewed and reanalysed. The view that the condition 
is determined by a sex-linked gene is criticized. Although 
the authors agree that the data are insufficient to enable 
final conclusions to be drawn, they consider that they are 
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consistent with the idea that the affected individuals are 
heterozygous for an abnormal autosomal gene, providing 
considerable variation in manifestation is assumed. 

H. Harris 


1067. Further Observations on the Genetic Basis of 
Primary Hyperoxaluria 

E. F. Scowen, R. W. E. Watts, and E.G. HALL. Annals 
of Human Genetics {[Ann. hum. Genet.| 23, 367-381, 
Dec., 1959. 4 figs., 7 refs. 


Five families of patients with primary hyperoxaluria 
were investigated at St. Bartholomew’s Hospital, London, 
and at the Alder Hey Children’s Hospital, Liverpool. A 
history of abnormality of the urinary tract was sought 
among the relatives, and 24-hour specimens of urine were 
examined. The urinary output of oxalate and its ratio 
to the output of creatinine were measured; the authors 
state that a high urinary output of oxalate is the criterion 
of the condition. 

In the first family, of 11 sibs surviving infancy, 3 have 
hyperoxaluria with renal calculi, one has hyperoxaluria 
without calculi, and another died in childhood of renal 
failure with calculi. In the second 2 sibs are affected. 
In the third the propositus has 3 unaffected sibs; their 
parents are first cousins. In the fourth and fifth families 
each propositus has one unaffected sib. All the parents 
of affected children have a normal urinary output of 
oxalate. 

The evidence is therefore in favour of recessive in- 
heritance of primary hyperoxaluria in these families. 
The sex incidence in these and 3 other families is about 
equal. G. C. R. Morris 


1068. A Genetical Study of Ethanolamine Phosphate 
Excretion in Hypophosphatasia 

H. Harris and E. B. Rosson. Annals of Human Genetics 
[Ann. hum. Genet.] 23, 421-433, Dec., 1959. 3 figs., 
13 refs. 


The ethanolamine phosphate excretion of 381 relatives 
of 16 cases of hypophosphatasia was studied by paper 
chromatography. Eighty-one of these individuals ex- 
creted small, but significantly abnormal amounts of 
ethanolamine phosphate. Their relationship to the 
patients suggested that they were heterozygous for the 
rare gene causing the full syndrome of hypophosphatasia 
in homozygotes. All the heterozygotes expected could 
not be detected using the methods employed, but it was 
estimated that 58°% could be demonstrated. The rate 
of manifestation was not significantly different in different 
groups of relatives, nor was it affected by age or sex. A 
positive sib-sib correlation with regard to rate of mani- 
festation, and the absence of any such correlation between 
parent and child was interpreted as meaning that there 
may be more than one allele at the locus under considera- 
tion.—[Authors’ summary.] 
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1069. Respiratory and Cardiac Deaths in Los Angeles 
Smogs during 1956, 1957 and 1958 

C. A... ‘ts. American Journal of the Medical Sciences 
[Amer. J. med. Sci.| 239, 307-315, March, 1960. 9 refs. 

The author has examined data for Los Angeles County 
in respect of the daily number of deaths from “ respira- 
tory and cardiac causes”, the daily concentrations of 
ozone or oxidant formation in the air (potassium iodide 
method), and the daily maximum temperatures in each of 
the 3 years 1956, 1957, and 1958. A high positive corre- 
lation was found between the oxidant concentrations and 
the daily maximum temperature. The daily number of 
respiratory and cardiac deaths fell below the average 
for the month when the oxidant concentration was less 
than 14 p.p. 100 million and was above the average when 
the pollution was above that figure. 

[It is noteworthy that in Britain the opposite tends to 
occur—that is, the lower the temperature the higher the 
level of pollution and the greater the number of deaths 
from respiratory disease.] John Pemberton 


1070. Bactericidal Ultraviolet Radiation in the Operat- 
ing Room 

D. Hart. Journal of the American Medical Association 
[J. Amer. med. Ass.] 172, 1019-1028, March 5, 1960. 
2 figs., 15 refs. 

From Duke University School of Medicine, Durham, 
N. Carolina, the author describes experience with con- 
tinuous exposure of the operating rooms to ultraviolet 
radiation which has been the daily practice in the Duke 
Hospital for over 23 years. During 54 years preceding 
January, 1936, infections in “‘ clean ” operative incisions, 
predominantly with Staphylococcus aureus, were a con- 
tinuous problem and caused 17 deaths. A direct corre- 
lation was demonstrated between contamination of the 
respiratory tract of the occupants (patients and staff) 
of operating rooms, contamination of the air of the 
occupied rooms, and the percentage of infection in clean 
wounds, all of which showed simultaneous peaks. In 
January, 1936, bactericidal ultraviolet radiation was 
introduced into the operating room on an experimental 
basis. During the next 5 years there were only 2 deaths 
from infections in clean wounds, but ultraviolet radiation 
was not used during either of these operations. Of 
4,585 operations performed between 1930 and 1941, 
about 60°%% were performed with ultraviolet radiation 
and in 0-24°% of these the wound became infected, 
whereas in 11-6% of those performed without radiation 
infection occurred. 

With properly chosen fixtures, properly placed, radia- 
tion at wave lengths from 253-7 to 290-0 my can be de- 
livered with an intensity of 18 to 30 microwatts per 
sq. cm. at the operative site. The eyes of the staff must 
be protected from direct radiation by shading (an eye 
shade is adequate) and should be protected from reflected 
radiation by glasses. The eyes of the patient must be 


closed and covered. For frequent and long periods of 
exposure the skin of staff and patients should be covered 
or shaded. An exposure of several hours is tolerated 
with only an erythema. With these precautions no 
evident permanent damage to staff or patients has been 
detected during 23 years of daily use of such radiation in 
any of the 15 operating rooms so equipped. 
H. Caplan 


1071. Environmental Staphylococcal Contamination: a 
Study by a New Method 

W. D. Foster. Lancet [Lancet] 1, 670-673, March 26, 
1960. 4 figs., 16 refs. 


The author, at St. Thomas’s Hospital, London, has 
devised a new method of assessing environmental con- 
tamination by staphylococci in which “ impression 
plates” are used. The method employed was to pour 
agar plates incorporating a strip of sterile bandage to 
act as a stiffener. The reinforced agar could then be 
tipped on to the floor and returned by means of a pair 
of forceps to the lid of the petri dish. After incubation 
the colonial count represented the number of organisms 
which adhered to the medium, and although all organ- 
isms were not picked up, the author claims that the results 
were reproducible. 

The use of the method is illustrated by a study of the 
distribution of coagulase-positive staphylococci in a 
ward. Phage typing confirmed that staphylococci from 
one patient may cause a heavy local contamination as 
well as a widespread distribution of the causal organism. 
The same technique was employed in the investigation of 
cross-infection in a ward and also the effect of ward 
cleaning. In the latter investigation an interesting 
observation was that strict attention to domestic cleaning 
was a most effective way of reducing contamination. 

A. E. Wright 


1072. Increased Transmissibility of Staphylococci to 
Patients Receiving an Antimicrobial Drug 

C. A. BERNTSEN and W. McDermott. New England 
Journal of Medicine [New Engl. J. Med.| 262, 637-642, 
March 31, 1960: 12 refs. 

The transmissibility of staphylococci, transmissibility 
being defined as “the capacity of a strain to survive 
transfer to a new host and to maintain itself successfully 
there’, was studied in 294 male patients in a general 
ward at Bellevue Hospital, New York, 130 of whom 
received no antimicrobial therapy, 120 were given tetra- 
cycline only, and 44 received systemic therapy with anti- 
microbial drugs other than tetracycline. 

On admission to hospital 86 patients in the untreated 
group and 79 4n the group given tetracycline were not 
demonstrable nasopharyngeal carriers of staphylococci. 
During the first 4 weeks in hospital the carrier state 
developed in 15 of the former and in 36 of the latter. 
Thus the carrier rate; which on admission was approxim- 
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ately 34% in both groups, was increased by 11° in the 
patients who received no antimicrobial therapy and by 
30% in those given tetracycline. New strains were sub- 
stituted for old in 12 of the 44 of the untreated patients 
who were carriers originally and in 24 of the 41 treated 
patients who were carriers. Thus, including substitu- 
tions, a new strain of staphylococcus was acquired in 
29°%% more patients in the group receiving tetracycline 
than in the group given no antimicrobial therapy. The 
newly acquired carrier state persisted in 8 of the 15 
patients in the untreated group and in 25 of the 36 patients 
in the tetracycline-treated group. In the 27 untreated 
patients a total of 38 new strains of staphylococci were 
acquired and 12 strains (38°%) were drug-resistant. In 
60 tetracycline-treated patients 59 of the 82 strains (78°%) 
were drug-resistant. 

No evidence was found that drug-resistant strains were 
intrinsically more transmissible than drug-susceptible 
strains. The authors consider that an important factor 
in the increased transmissibility of the staphylococci to 
the treated patients was the drug-induced interference 
with the usual interspecies relations among the naso- 
pharyngeal flora. H. Caplan 


1073. A Trial of Bacterial Vaccines for the Common 
Cold in the Royal Air Force 

D. L. Minter, J. C. MCDONALD, R. E. O. WILLIAMs, and 
J. S. Witson. Lancet [Lancet] 1, 358-360, Feb. 13, 
1960. 3 refs. 


The authors report a controlled trial of autogenous 
bacterial vaccines for the common cold among 293 
flying personnel of the Royal Air Force. The subjects 
were divided into 3 groups which were given autogenous 
vaccine, a pool vaccine, and phenol saline respectively in 
a course of 3 initial doses in October, 1958, and a 
reinforcing dose in January, 1959. Observations were 
made on the volunteers for the next 3 months and records 
kept of all their respiratory infections during this period. 
The sickness records were analysed separately for the inci- 
dence and severity of infections during the total period 
and for 2 shorter periods within this time: (1) the period 
when the maximum effect of a normal immunological 
response would be expected, 3 to 6 weeks after inocula- 
tion; and (2) the period when the effect of any immediate 
but short-lived immunity would be expected, in the first 
2 weeks after inoculation. 

The total illness rates in the 3 groups were about the 
same, but from the third to the sixth week after inocula- 
tion those in the autogenous-vaccine group had signifi- 
cantly fewer illnesses than the control subjects; the 
sickness rate in the autogenous-vaccine group, however, 
was higher than in the controls during the remainder of 
the trial. There was little difference in the severity of 
illnesses in the 3 groups; the vaccinated volunteers did 
not lose less flying-time, except to a small extent during 
the first 2 weeks after inoculation with autogenous vac- 
cine; fewer of those receiving the autogenous vaccine 
had “ purulent symptoms” lasting more than 48 hours 
from onset than the controls, mainly in the period im- 
mediately following inoculation but also-to some extent 
3 to 6 weeks after inoculation, but in neither instance was 


there a very great reduction; illnesses diagnosed as 
common cold formed 86°% of the total and were almost 
equally distributed among the 3 groups. 

The authors conclude from their results that auto- 
genous bacterial vaccines are unlikely to have any prac- 
tical application in dealing with the problem of the 
common cold among flying personnel. R. G. Meyer 


1074. The Clinical Epidemiology of Influenza 

G. 1. Watson. Journal of the College of General Prac- 
titioners [J. Coll. gen. Practit.] 3, 44-79, 1959. 16 figs., 
28 refs. 


The author describes his experience as a family doctor 
working in rural Surrey of the clinical epidemiology of 
Asian influenza, which affected 307 patients in 176 
families in the community. [The material presented is 
a good example of the use which can be made of careful 
and systematic records.] All the patients were closely 
observed and followed up by the author, and in a fair 
proportion it was possible to supplement clinical findings 
with the results of virological investigations. The evi- 
dence showed that Asian influenza did spread within the 
household. Clinically the incubation period averaged 2 
to 24 days, but extremes of up to 4 days were noted. 
The serial interval between primary and secondary cases 
varied from one day to 10 days, but in the majority it 
was about 3 days. Infectivity persisted up to a week or 
more from the onset of symptoms; it is suggested that 
this infectivity was intermittent rather than continuous 
and was closely related to the peaks of fever, this last 
observation being apparently confirmed by the fact that 
attempts to isolate the virus from garglings were most 
successful when the temperature was over 100° F. 
(37-8° C.). The spread of infection was chiefly by cough- 
ing; the secondary attack rates were twice as high for 
patients with a cough as for those who had no cough. 
Attention is drawn to the diphasic or M-type of fever, 
the second peak being caused by a re-infection with the 
virus. [This statement is not really supported by any 
good pathological findings.] 

Interesting examples are recorded of 2 doctors (includ- 
ing the author) on whom serological tests for evidence 
of infection were carried out at fortnightly intervals from 
the onset of the epidemic. Neither suffered from clinical 
influenza in spite of frequent contact with infected 
patients, but in both there was serological evidence of 
infection with influenza A at the end of 6 weeks. 

John Fry 


1075. Mbonovalent Asian Influenza Vaccine: Evaluation 
of Its Use during Two Waves of Epidemic Asian Influenza 
in Partly Immunized Penitentiary Population 

H. B. Dutt, K. E. Jensen, J. H. RAKIcH, A. COHEN, 
D. A. HENDERSON, and C. I. Pirxie. Journal of the 
American Medical Association [J. Amer. med. Ass.| 172, 
1223-1229, March 19, 1960. 2 figs., 12 refs. 


In 1957 the Communicable Disease Centre of the U.S. 
Department of Health, Education, and Welfare studied 
the protective value of a monovalent Asian influenza 
vaccine on inmates of a penitentiary in Atlanta. Of 
2,600 men, 1,244 were registered as volunteers and these 
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received either 1 ml. of a saline placebo or 1 ml. of vaccine 
consisting of either 50, 200, or 500 chick cell agglutinating 
(C.C.A.) units per ml. of a formalin-inactivated Asian 
influenza virus. As the vaccine had been diluted with 
saline and contained 1:4 formalin and 1: 10,000 thio- 
mersal (“‘ merthiolate ’’) these substances were also in- 
cluded in the placebo. Daily observations were made of 
all the volunteers, 20°% of whom had been bled before 
inoculation and at 2 and 4 weeks subsequently. An out- 
break of influenza occurred a month after vaccination 
and a second wave appeared 4 months later. The first 
outbreak was confirmed by virus isolation from throat 
washings and by serological tests, but in the second out- 
break a febrile illness in the presence of a widespread 
epidemic of Asian influenza was accepted as diagnostic 
because of the large number of men who were ill. 

The antigenic activity of the vaccine was measured 
by the use of the haemagglutination-inhibition (H.1.) 
test and this showed that only 56°% of those who had 
received 50 C.C.A. units had a significant (four-fold) 
rise in titre at 2 weeks. Those receiving the larger doses 
of 200 or 500 C.C.A. units had a 75% and a 90°% response 
respectively. There was a marked decrease in response 
in the serum specimens collected after 6 months. 

Full details of the antibody response to the influenza 
outbreaks are given in the paper, but the effectiveness of 
the vaccine can be judged from the following figures. In 
the first influenza outbreak 41 cases were confirmed as 
Asian influenza by either the H.I. test or by a comple- 
ment-fixation test; 20 of these cases were in the group 
given the placebo, 13 in the group given 50 C.C.A. units 
of vaccine, 3 in that given 200 C.C.A. units, and 5 in the 
group given 500 C.C.A. units. Investigations during 
the second outbreak were not so detailed, but there were 
fewer febrile illnesses in the vaccinated groups than in 
that given the placebo. Thus 19°% of the placebo group 
had a pyrexia of 100° F. (37-8° C.) or more, but there were 
only 8, 7, and 7% in the groups given 50, 200, and 500 
C.C.A. units respectively. A. E. Wright 


1076. Immunization with Polyvalent Influenza Vaccines 
K. E. Jensen, A. F. WoopHour, and A. A. BAILEY. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 172, 1230-1238, March 19, 1960. 8 figs., 
17 refs. 


This paper from the Biologics Research Department, 
Pfizer and Co., Inc., and the Georgia State Training 
School for Mental Defectives gives an account of anti- 
body response in children and adults to polyvalent influ- 
enza vaccines. The vaccine employed was either a six- 
strain preparation containing a total of 1,000 chick cell 
agglutinating (C.C.A.) units per ml. or a four-strain pre- 
paration containing a total of 500 C.C.A. units per ml. 
The serum antibody content was estimated by the hae- 
magglutination-inhibition (H.I.) test and expressed as the 
reciprocal of the dilution of the serum which inhibited 
4 haemagglutination units of virus. 

Some 743 persons aged 2 to 58 years received a sub- 
cutaneous injection of 0-5 ml. of either the four-strain or 
the six-strain vaccine or of a formolized placebo, a second 
dose beingygiven a week later. No severe reactions were 


observed, and minor reactions were similar in frequency 
in all three groups. Prevaccination specimens of serum 
were collected and their antibody content compared with 
that of samples taken 2 weeks after vaccination. Anti- 
body response was greater in those patients given the six- 
strain preparation than in those receiving the four-strain 
vaccine, even though the PR8 and PR301 strains were 
present in equal quantity in the two vaccines. This was 
thought by the authors to be due to the greater variety 
of the antigenic stimulus provided by the six-strain vac- 
cine rather than simply to greater dosage. They tested 
this hypothesis by injecting a group of children with two 
doses of 1 ml. of a 500-C.C.A.-unit four-strain vaccine 
and a comparable group with two doses of 0-5 ml. of a 
1,000-C.C.A.-unit six-strain vaccine. The two doses 
were given at an interval of one week and antibody titres 
were subsequently found to be greater in the six-strain 
group. Investigations also showed a good antibody: 
response to doses of the six-strain vaccine as low as 100 
C.C.A. units. 

The authors conclude with a plea for the use of small 
doses of six-strain vaccine in children in order to provide 
them with a broad immunological barrier against new 
influenza-virus variants. - A. E. Wright 
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1077. A Comparison of Methods of Cleansing the Skin 
of Radioactive Materials. (O sarpasHeHHH 
MIOKPOBOB H CpaBHH- 
L. A. Tueuena Tpyda u 
S3adoneeanua [Gig. Truda prof. Zabolev.| 4, 28-32, 
March, 1960. 1 fig., 9 refs. 


The author carried out experiments on himself to study 
contamination of the hands with radioactive materials 
and the efficacy of various methods of cleansing. Sources 
of hard beta rays were used—32P (as Na2H32PO,4) and 
91Y (with no isotope carrier). The hand was immersed 
for 2 minutes in the radioactive solution. Two minutes 
after withdrawal the radioactivity of the hand was mea- 
sured under standard conditions. The hand was then 
cleansed by one of several methods three times for 3 
minutes each and the residual radioactivity measured in 
the intervals. 

The results of these experiments showed that in the 
case of each isotope the radioactivity of the skin was 
distributed in three layers: (1) a superficial layer, easily 
removed and due to mechanical deposition of radioactive 
material on the skin; (2) a layer in which adsorption of 
the radioactive substance on the surface of the skin 
structures had taken place, with the formation of mole- 
cular complexes; and (3) a layer in which the radioactivity 
was held by ion exchange. No method of cleansing was 
able to influence the radioactivity of Layer 3, even the use 
of ion-exchange resins. The efficacy of a cleansing 
method was thus entirely dependent on its ability to 
remove the radioactivity of Layer 2. The best of the 
methods tested was to wash the hands in tap water with 
40% household soap and a brush for 4 to 5 minutes and 
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then in a stream of 2°% hydrochloric acid for 3 minutes 
with another brush, rinsing in water and drying on a 
cloth. Basil Haigh 


1078. Cement and Oil Dermatitis. The Part Played by 
Chrome Sensitivity 

F. E. ANDERSON. British Journal of Dermatology (Brit. 
J. Derm.| 72, 108-117, March, 1960. 26 refs. 


In investigations carried out at the Royal Victoria 
Hospital, Belfast, the author studied patients suffering 
from cement and oil dermatitis and patch-tested them 
with 0-1°% potassium dichromate to determine the part 
played by chrome in these conditions. Of 66 patients 
with cement dermatitis who were patch-tested, 63 (95-4°%) 
gave positive reactions to potassium dichromate. Of 134 
patients with oil dermatitis who were patch-tested, only 
8 (6°%) gave positive results. In 21 cases the patch test 
produced either small papules without redness and vesicu- 
lation or small pustules. These reactions did not involve 
the whole test area and were considered to be due to 
primary irritant action. As a control 102 patients with 
eczema were patch-tested and 13 showed primary irritant 
action, but none gave a true allergic response to the 
potassium dichromate solution. Of the patients who 
had produced a positive reaction to the dichromate 
solution, 19 were tested with chromium chloride; only 
one patient gave a reaction, which might have been a 
false positive. 

Tests for the presence of chromium were carried out 
in various samples of cement and oil. All samples of 
cement showed the presence of chromium, but in the oil 
samples none was found. Of the 8 patients with oil 
dermatitis who gave positive reactions with dichromate 
solution, 6 were donkey-greasers on ships, one was a 
body-builder’s helper, and one was a sheet-metal worker. 
It was thought that they might have come into contact 
with chromium at work apart from their contact with 
oil. One proprietary anti-rust solution contained appre- 
ciable quantities of chromium. P. T. Main 


1079. The Carcinogenicity of Medium Oil”? from 
Cheremkhovo Coal Tar. (K sonpocy kKaHyeporeHHo- 
CTH TaK HasbIBaeMOro «CpepHero YepeMxXOB- 
cKoit CMOMIBI) 


Z. E. Gricor’ev, [ueuena Tpyda u IT podeccuonane- 
Hole [Gig. Truda prof. Zabolev.] 4, 32-35, 
Jan., 1960. 


Continuous distillation of Cheremkhovo coal tar pro- 
duces primary or gas tar. On centrifugation, this tar is 
separated into two fractions: a medium-grade oil and 
heavy tar. These products are used in the manufacture 
of fuels from coal by hydrogenation. The medium oil isa 
dark brown liquid with a phenolic odour and specific 
gravity 0-973. Apart from its content of phenols this 
medium oil has been shown by fluorescence spectroscopy 
to contain also 0-006°%% of 3:4-benzpyrene. Generally 
speaking, tars obtained at a relatively low temperature 
and which have a high phenol content are non-carcino- 
genic, as has been shown by experiments on mice. In the 
study here described the skin of mice was painted with 
the medium oil 3 times a week for 6 months and the pos- 


sible carcinogenic effect and the degree of absorption 
of toxic phenols via the skin investigated. Adequate 
controls were provided. 

The skin of the test mice showed acute inflammatory 
changes, followed by chronic dermatitis, sclerosis, and 
atrophy of the dermis and its accessory structures. No 
carcinoma was found, possibly on account of suppression 
of cell proliferation by the phenols, but in 2 out of 40 
mice pre-cancerous changes in the skin were observed. 
The mortality among the experimental animals was 
higher than that among the controls, indicating that 
absorption of toxic phenols had taken place through the 
skin. It is concluded that medium oil described should 
not be allowed to come into contact with the skin of 
workers handling’ it. Basil Haigh 


1080. Crystalline and Amorphous Forms of Silicon Di- 
oxide in the Aetiology and Pathogenesis of Silicosis. 
(SHayeHuve aMOpdHOH pa3Ho- 
BHQHOCTH ABYOKHCH B STHONOrHH MaTO- 
reHe3se CHIHKO3a) 

M. I. Razumov, B. K. Skirko, A. Ju. GRUBINA, and E. N. 
Ezova. Apxue ITamonoeuu [Arh. Patol.] 22, 38-46, 
No. 2, 1960. 5 figs., 32 refs. 


Crystalline and amorphous forms of silicon dioxide 
were administered intratracheally and subcutaneously 
to 31 rats. Progressive silicosis in the lungs and silicotic 
nodules under the skin were obtained only with the crys- 
talline form of silica. These findings confirm the so- 
called piezo-electric theory of silicosis. A. Swan 


1081. The Reaction of Animals to Repeated Administra- 
tion of Thiophos. (O peakuuax opraHu3Ma Ha 

N. K. Bsatko. [ueuena Tpyda u IT 
Sadoneeanua [Gig. Truda prof. Zabolev.|] 4, 44-48, 
March, 1960. 3 figs., 8 refs. 


Experiments were performed on white mice in order 
to ascertain whether the development of resistance or 
increased sensitivity followed the repeated administra- 
tion of thiophos. The drug was injected subcutaneously 
six times a week for 2 to 4 weeks in doses of 1 to 10 mg. 
per kg. body weight. The general condition, behaviour, 
and change in weight of the animals were studied, and 
the cholinesterase activity of the brain and liver was 
investigated. By comparison with control animals, those 
receiving repeated injections of thiophos showed a 
slower gain in weight, but otherwise no particular feature. 
Mice which had received repeated sub-toxic doses of 
thiophos were then given toxic or lethal doses of the 
compound. Most animals showed resistance to a dose 
of 25 mg. per kg., which was lethal to control mice, and 
about half were tolerant of a dose of 50 mg. per kg. 
Examination of the brain and liver of animals which died 
showed a decrease in the cholinesterase activity by com- 
parison with controls not receiving thiophos. 

The results suggest the existence of some form of adap- 
tive acceleration of detoxication of thiophos, possibly 
due to an enzyme system, which accounts for the develop- 
ment of resistance to repeated doses of the compound. 

‘ Basil Haigh 
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1082. Cannabis indica Arteritis. (Les artérites du 
cannabis indica) 

J. STeRNE and C. DucastTaiInc. Archives des maladies 
du ceur et des vaisseaux [Arch. Mal. Ceur] 53, 143-147, 


Feb., 1960. 8 refs. 


From their experience in private and hospital practice 
in Morocco the authors describe an obliterating arteritis 
of the legs associated with the use of Indian hemp 
(Cannabis indica), citing 29 cases. In Morocco arterial 
disease is commoner in Europeans and Jews than in 
Mahommedans. This arteritis is an exception in that it 
affects young Mahommedans in poor circumstances, 
notably dock workers and vagrants. The symptoms 
start in cold weather with intermittent claudication and 
pain at rest, quickly followed by red, cold, painful swell- 
ing of the feet with loss of peripheral arterial pulsation. 
The femoral pulse is retained. 

Amputation is the rule, and all the authors’ patients 
lost at least a toe. Further and higher amputations are 
frequently required, both legs being finally lost, though 
painful stumps persist. Loss of weight and death from 
cachexia follows in 2 to 3 years. Biochemical changes 
are negative; arteriography shows a typical senile arterial 
change. The authors consider that Indian hemp is the 
prime aetiological factor, the drug being widely used by 
the Moroccan poor. This view was first suggested by a 
patient who found that his symptoms waxed and waned 
according to his use of hemp and further inquiry has 
seemed to indicate a definite relationship. 

Medical treatment and sympathectomy are useless, 
higher and higher amputation being forced on the sur- 
geon. Those with the greatest experience practise 
bilateral adrenalectomy and cortisone treatment. How- 
ever, the authors’ patients were not of a type to persevere 
with cortisone and they recommend unilateral adrenalec- 
tomy, which sometimes gives good early results. Re- 
lapse speedily follows when the patient leaves hospital 
and resumes the use of the drug. The authors advise, 
as an ideal, unilateral adrenalectomy combined with cure 
of the addiction. Gavin Thurston 


1083. A New Procedure for the Identification of Blood 
and Organic Stains (Passive Haemagglutination Reac- 
tion). (Nouveau procédé d’identification du sang et des 
traces organiques (réaction d’hémagglutination passive)) 
J. Ducos. Annales de médecine légale et de criminologie, 
police scientifique et toxicologie [Ann. Méd. lég.| 40, 
17-21, Jan.—Feb., 1960. 18 refs. 


This paper from the Regional Blood Transfusion 
Centre, Toulouse, describes a technique for adsorbing 
proteins from blood or other organic stains on to erythro- 
cytes treated with tannic acid. Such erythrocytes ex- 
posed to anti-human serum or serum containing anti- 
bodies against proteins of other animals provides an 
extremely sensitive haemagglutination test for identifica- 


. tion, though perhaps not so sensitive as the precipitin ~ 


reaction or the technique in which the inhibition of the 
antiglobulin reaction is used. M. C. G. Israéls 


1084. Value of the Passive Haemagglutination Reaction 
for the Identification of the Origin of Blood-stains. (in- 
térét de la réaction d’hémagglutination passive pour 
Videntification de l’origine des taches de sang) 

J. Ducos. Annales de médecine légale et de criminologie, 
police scientifique et toxicologie [Ann. Méd. lég.] 40, 22- 
24, Jan.—Feb., 1960. 2 figs., 8 refs. 


When it is important to establish the origin, human or 
animal, of a blood stain, it is possible nowadays to use 
more than one method to reach a conclusion. Three 
methods, the inhibition of antiglobulin, the serum pre- 
cipitin reaction, and the haemagglutination reaction 
previously described [Abstract 1083] were applied to 2 
stains submitted in a murder case. The results made it 
clear that-one was human and one from a fowl—as the 
defence had contended. M. C. G. Israéls 


1085. The Use of the Antiglobulin Inhibition Reaction in 
the Investigation of the Human Origin of Blood-stains. 
(Quelques précisions sur l’utilisation de la réaction 
d’inhibition de l’antiglobuline pour la recherche de 
l’origine humaine des taches de sang) 

J. Ducos and J. Rurrie. Annales de médecine légale et 
de criminologie, police scientifique et toxicologie [Ann. 
Meéd. lég.] 40, 25-30, Jan.—Feb., 1960. 11 refs. 


The technique for the detection of human blood stains 
by inhibition of the antiglobulin reaction can be made 
very sensitive by the use of a relatively dilute antiglobulin 
serum. In an illustrative case antiglobulin serum diluted 
1:16 was used to detect the human nature of a blood 
stain diluted 1:800,000. Nevertheless the authors con- 
sider that since there is a risk of error in all inhibition 
techniques, the results should always be checked by 
standard, if less sensitive, methods, such as the precipitin 
reaction. M. C. G. Israéls 


1086. Medico-legal Conclusions on the Form of the 
Knife Used Based on the Shape of Stab Wounds Produced 
A. RasinowitscH. Journal of Forensic Medicine [J. 
forensic Med.| 6, 160-165, Oct.—Dec., 1959 [received 
Feb., 1960]. 10 figs., 9 refs. 


From the Leopold Greenberg Institute of Forensic 
Medicine, Jaffa, and the Heorew University, Jerusalem, 
the author describes a study of the relationship between 
the shape of stab wounds and the type of knife or other 
weapon used in causing them. He points out the effect 
which the natural lines of cleavage in the skin have in 
modifying the appearance of a wound and describes 2 
illustrative cases, with photographs. He shows that by 
applying adhesive tape to restore the natural lines of 
cleavage of the skin the original appearance of the 
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wound before withdrawal of the knife can be reproduced 
and so help to identify the weapon used in the attack. 
The somewhat different type of wound produced by a 
relatively blunt instrument such as a bayonet is explained. 
Gavin Thurston 


1087. Rape: for the Defence... Acid Phosphatase 

F. C. Prvto. Journal of Forensic Medicine [J. forensic 
Med.| 6, 147-159, Oct.—Dec., 1959 [received Feb., 1960]. 
9 refs. 


After a lengthy discussion of the nature and frequent 
unreliability of the evidence in cases of rape and other 
sexual offences the author, writing from the Government 
Analyst’s Department, Colombo, Ceylon, describes and 
reports his experience with the acid phosphatase test 
for the presence of semen and indicates that it is not 
a substitute for the microscopical demonstration of 
spermatozoa. Using a diazo dye reagent to detect 
acid phosphatase in vaginal secretion he found that the 
intensity of the colour reaction decreases in.direct pro- 
portion to the lapse of time since the last coitus, up to 
40 hours. On the principle that chemical substances 
are absorbed from the vagina at a constant rate he sug- 
gests that in cases of rape the time since the last coitus 
could be determined by testing serial vaginal smears. 

Gavin Thurston 


1088. Myocardial Changes in Lead Poisoning 

T. S. Kune. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.| 99, 48-54, Jan., 1960. 5 figs., 
12 refs. 


The myocardial changes in lead poisoning are dis- 
cussed with reference to the necropsy findings in 5 
fatal cases at the Michael Reese Hospital, Chicago. 
The patients were children aged 1 to 2 years, and the 
myocardial lesions were considered to be responsible 
for death in 2 and to have contributed to death in the 
others. -There were clinical signs of lead poisoning in 
all the cases and the findings at necropsy included cerebral 
lesions of lead encephalopathy and acid-fast intranuclear 
inclusions in the kidney and liver. In addition the myo- 
cardium showed interstitial fibrosis, a serous exudate 
between the muscle bundles, and foci of cells such as 
lymphocytes, Anitschkow cells, histiocytes, and mast 
cells. The author emphasizes the need for electrocardio- 
graphy as well as careful examination for possible myo- 
cardial damage in all cases of suspected lead poisoning. 

Hi. B. Stoner 


1089. Parathion Poisoning from Contaminated Barley 
K. KANAGARATNAM, WONG Hock Boon, and TAN 
KwanG Hou. Lancet [Lancet] 1, 538-542, March 5, 
1960. 5 refs. 


Parathion is a cholinesterase inhibitor and on ingestion 
the resulting accumulation of acetylcholine causes toxic 
symptoms. This paper from Singapore gives an account 
of group poisoning with parathion which had apparently 
been accidentally spilled into sacks of barley, involving 
53 persons from 8 families. Of these, 13 were severely 
poisoned, 25 showed mild intoxication, and 15 were 
unharmed. Of those affected, 35 were children and 3 
adults. Nine of the children died. 


The degree of intoxication was directly related to the 
quantity of parathion ingested; some of those affected 
had taken only barley water, whereas others had eaten 
the barley grains as weil, the latter being more severely 
poisoned. In some of the cooked barley investigated 
parathion was present to the extent of 6 mg. in 534 g. of 


, barley and water. It was estimated that about 2 mg. 


of parathion is a fatal dose for a child aged 5 to 6, and 
the figure of 0-1 mg. per kg. body weight is suggested as 
the fatal dose for man. The younger the child, the 
more severe was the intoxication. In all but one case 
the symptoms came on rapidly; in from 15 minutes to 
24 hours after taking the barley or barley water the patient 
felt abdominal discomfort, usually vomited, and col- 
lapsed, passing swiftly into coma. There was excessive 
salivation, dyspnoea, fluid in the lungs, profuse sweating, 
and muscle twitchings. The pupils were either con- 
stricted or became constricted after an early dilatation. 
In about half of the severe cases fits occurred, coming on 
much later than the collapse; it is suggested that the 
fits may have been asphyxial, due to the pulmonary 
oedema. In those who died the findings at necropsy 
were fairly uniform, with congestion of the mucosa of 
the gastro-intestinal tract, congestion with gross oedema 
of the lungs, and moderate congestion of the liver, spleen, 
and kidneys, the liver showing accumulations of lympho- 
cytes around the portal tracts and septa. The brain 
was oedematous, with congestion in the cerebrum, basal 
ganglia, and pons. In those who survived, recovery 
seemed to be complete. 

Atropine given intramuscularly and, in 2 cases, into a 
vein quickly reduced the bronchial secretions, with 
dramatic relief of dyspnoea and return of consciousness. 
The dose given varied from 1/200 to 1/50 grain (0-32 to 
1-3 mg.) and in some cases was repeated on one or 
more occasions. Further treatment was given by gastric 
lavage, aspiration of the bronchial secretions, oxygen 
administration, and the use of antibiotics to forestall 
infection. Electrocardiograms were taken in 5 cases 
and the results are detailed. Muscular fasciculation 
continued for a variable period even after the return of 
consciousness, atropine having no effect upon the nico- 
tinic action of acetylcholine although it counteracts 
the muscarinic effect and to a certain extent the central 
effects. Pyridine-2-aldoxine methiodide (P.A.M.) and 
the corresponding soluble methane sulphonate (P2S) were 
not obtainable. These are said to reactivate the cholin- 
esterase so that the symptoms of intoxication rapidly 
subside. Had either been available it would have been 
administered in addition to the atropine. 

The incident was controlled by swift action aimed at 
informing the public, tracing the poison, and making 
compulsory the notification of any case of barley 
poisoning. It was found that one bag of barley was 
responsible for 29 of the 38 cases and for 7 of the 9 
deaths. Parathion was found in the bag, in the paper 
lining and in the contained barley itself (1,800 mg. per 
kg. (0-18%%)). One other bag was found to contain 
0-044% of parathion. The source of contamination 
was not traced and imports of fresh loose barley had to 
be stopped for nearly 3 months. 

M. A. Dobbin Crawford 
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1090. Halothane Concentrations in Clinical Anesthesia — 
R. H. and P. P. Votprrto. Anesthesiology 
[Anesthesiology] 21, 1-2, Jan.—Feb., 1960. 5 refs. 


The authors of this paper from the Medical College 
of Georgia, Augusta, state that although a review of the 
the literature showed that a 1 to 2°% concentration of 
halothane was commonly required for anaesthesia, they 
had the impression that they often used a smaller con- 
centration. Ina series of 124 cases in which a calibrated 
vaporizer was used it was found that the concentration 
was under 0-7°% for over 90% of the total time. They 
recommend that vaporizers should be calibrated in 
tenths below 0-5% W. Stanley Sykes 


1091. Comparison of the Cardiovascular and Respiratory 
Effects of Halothane and the Halothane—Diethyl Ether 
Azeotrope in Dogs 

A. B. Dosxin, J. H. HARLAND, and S. FEpORUK. Anes- 
thesiology [Anesthesiology] 21, 13-19, Jan.—Feb., 1960. 
3 figs., 25 refs. 


The cardiorespiratory depression which occurs with 
halothane anaesthesia has led to experimental trials of a 
mixture of this drug and ether. At the University of 
Saskatchewan College of Medicine, Saskatoon, cross-over 
experiments were carried out on dogs to compare the 
effect of anaesthesia with 2% halothane and that with 
3% halothane-ether mixture. It was found that the 
mixture caused less fall in systolic blood pressure, pulse 
rate, cardiac output, respiration rate, and tidal volume 
than the pure drug. 

The authors consider that the mixture is easier to use 
than halothane alone and will prove to be the safer 
anaesthetic agent. W. Stanley Sykes 


1092. The Clinical Use of Halothane Anaesthesia during 
Cardiopulmonary Bypass for Open-heart Surgery 

A. B. BuLL, J. Ozmnsky, and G. G. HARRISON. British 
Journal of Anaesthesia (Brit. J. Anaesth.] 32, 164-170, 
April [received June], 1960. 2 figs., 8 refs. 


1093. Methohexital Sodium—a New Ultrashort Acting 
Barbiturate 

C. Taytor and V. K. Anesthesiology 
[Anesthesiology] 21, 29-34, Jan.—Feb., 1960. 4 figs., 
8 refs. 


Methohexital (“‘ brevital”’), one of over 2,000 bar- 
biturates which have been synthesized in an attempt to 
find an ultra-short-acting anaesthetic agent, has been 
used for surgical anaesthesia in over 3,000 patients at 
the Indiana University Medical Center, Indianapolis. 
Unlike thiopentone, it does not contain sulphur. The 
drug is stable in aqueous solution at room temperature 
for at least 6 weeks. It is given in 1°% solution inter- 
mittently or in 0-1 or 0-2% solution continuously. The 


average dose for induction is 70 mg. (range from 20 to 
250 mg.). Apnoea is common but is transient, and thé 
injection is frequently painful, but the pain is not often 
remembered. Twitchings or tremors sometimes occur; 
especially when premedication is inadequate. A tran- 
sient fall in blood pressure is often observed. Metho- 
hexital is about three times as potent as thiopentone, but 
recovery is thought to be more rapid. Respiratory 
depression is more severe with methohexital and respira- 
tion has to be supplemented. W. Stanley Sykes | 


1094. The Effect of Succinylcholine on Intraocular Pres- 
sure in Adults, Infants and Children during General 
Anesthesia 

N. W. B. CraAyTHoRNE, H. S. ROTTENSTEIN, and R. D. 
Dripps. Anesthesiology [Anesthesiology] 21, 59-63, 
Jan.—Feb., 1960. 7 refs. 


Suxamethonium (“ succinylcholine ’”’”) has been said te to 
increase intraocular pressure in adults. At the Univer- 
sity of Pennsylvania Schools of Medicine, Philadelphia, 
the effect of suxamethonium on intraocular tension was 
studied in 37 adults and 17 children, a Schiotz tonometer 
being used. There was a rise in tension in about half 
the patients, which disappeared promptly after the drug 
had ceased to act. The authors state that suxa- 
methonium does not damage visual function and is 
unlikely to be harmful except during cataract operations. 

W. Stanley Sykes © 


1095. Intramuscular Injections of Pentothal Sodium 

K. K. Keown and P. Hitrcucockx. Anesthesia and 
Analgesia; Current Researches [Anesth. Analg. curr. 
Res.] 39, 1-6, Jan.—Feb., 1960. 2 refs. 


In this paper from the University of Missouri, Colum- 
bia, the authors discuss the advantages, disadvantages, 
and complications of thiopentone sodium given by deep 
intramuscular injection to produce sedation in over 500 
infants and children up to 6 years of age. The drug 
was administered as a 2:5 or 5% solution, the initial dose 
being 5 to 10 mg. per Ib. (11 to 22 mg. per kg. body 
weight. A further, smaller dose was given later if neces- 
sary. Onset of narcosis occurred within 7 to 8 minutes 
in premedicated infants and in 10 to 12 minutes in those 
not premedicated. The usual duration of hypnosis was 
60 to 80 minutes. The method can be used for such 
purposes as induction of anaesthesia, to provide basal 
narcosis for diagnostic procedures, to control violent 
uncooperative children, or to supplement regional anal- 
gesia. The authors’ technique is fully detailed. 

Mark Swerdlow 


1096. Observations on a Rebreathing Technique for the 
Determination of Arterial pCO. in the Apnoeic Patient 
M. K. Sykes. British Journal of Anaesthesia (Brit. J. 
Anaesth.} 32, 256-261, June, 1960. 5 figs., 14 refs. 
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1097. The Use of Ultraviolet Light of Various Wave- 
lengths to Minimize the Effects of Radiation Sickness. 
pas- 
nyyeBoro 

T. A. Svmerskasa, E. G. and I. N. FIipson. 
Tueuena u Canumapua [Gig. i Sanit.) 25, 27-34, Feb., 
1960. 5 figs. 


In order to determine the value of ultraviolet light for 
the protection of animals against the effects of exposure 
to ionizing radiation the following experiment was 
carried out on 202 guinea-pigs, which were divided into 
two groups. Both groups received a single lethal dose 
of 450 r. of y radiation, but in the test group this was 
preceded 4 to 9 days before irradiation by a course of 
prophylactic exposure to ultraviolet light, which varied 
in spectral composition and technique of application. 
The degree of radiation sickness which developed was 
evaluated on the basis of the survival rate of the animals, 
the erythrocyte and leucocyte counts, and the blood 
cholesterase activity. 

It was shown that preliminary ultraviolet irradiation 
increased the resistance of the animals to lethal doses of 
y radiation and further that the degree of protection 
depended on the spectral composition and the total 
dose of the ultraviolet light, the duration of the interval 
between its administration and the irradiation, and on 
the technique of administration of the ultraviolet light. 

Basil Haigh 
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1098. Coronary Arteriography. I. Differential Opacifi- 
cation of the Aortic Stream by Catheters of Special Design 
—Experimental Development 

S. BELLMAN, H. A. FRANK, P. B. LAMBERT, D. LITTMANN, 
and J. A. WiuiamMs. New England Journal of Medicine 
[New Engl. J. Med.) 262, 325-328, Feb. 18, 1960. 4 figs., 
14 refs. 


A newly designed catheter has been used at the Beth 
Israel Hospital, Boston, for coronary arteriography by 
the Seldinger technique. Polyethylene tubing with an 
internal diameter of 0-066 inch (1-7 mm.) and outside 
diameter of 0-095 inch (2-4 mm.) was used and the end 
formed into a loop after insertion of a copper mandrel 
wire and immersion in hot water. After removal of the 
mandrel the shape was maintained, but the loop could be 
straightened over a flexible guide wire. Three side 
holes were drilled equidistantly round the loop. 

The catheter has been used successfully for coronary 
arteriography indogs. The loop lay just above the aortic 
valve and good contrast was obtained in the coronary 
arteries, with only moderate opacity in the aorta itself. 

D. E. Fletcher 


1099. Coronary Arteriography. II. Clinical Experi- 
ences with the Loop-end Catheter 

J. A. WiLutaMs, D. Littmann, J. H. HALL, S. BELLMAN, 
P. B. LAMBERT, and H. A. FRANK. New England Jour- 
nal of Medicine [New Engl. J. Med.| 262, 328-332, Feb. 
18, 1960. 5 figs. 


The value of the loop-end catheter [see Abstract 1098] 
in coronary arteriography in human beings was studied 
in 32 male patients aged 33 to 68 years. The catheters 
were 100 cm. in length and the diameter of the end-loop 
was determined from the diameter of the ascending aorta 
as estimated from a chest radiograph. Sterilization was 
carried out by immersion in a bactericidal solution. 
The Seldinger technique was used, the catheter being 
inserted into a femoral artery under local anaesthesia, 
using a special wire guide 125 cm. long. After removal 
of the guide the catheter was cleared of clots and air by 
briskly withdrawing 8 to 10 ml. of blood and connected 
to a reservoir of 0-0015%% heparin in saline. Opacifica- 
tion of the catheter by instillation of a little contrast 
medium allowed the loop-end to be accurately placed 
above the aortic valve under screen control. The con- 
trast agent used was 20 to 30 ml. of 76% or 85% dia- 
trizoate methylglucamine, which was injected by hand 
while the heart rate was slowed by compression of both 
carotid arteries. Serial films were taken with a Fairchild 
camera. 

Satisfactory results were obtained in 27 cases. Tachy- 
cardia was held to be responsible for failure in 2 cases, 
aortic incompetence in one, and inadequate length or 
loop diameter of the catheter in 2. There are two 
possible risks: the catheter may lie across a coronary 
ostium and block it or a clot may form between the side 
holes of the catheter. The former may be detected in a 
continuous electrocardiogram while the latter hazard 
can be prevented by using heparinized saline. 

D. E. Fletcher 


1100. Radiological Appearances in the Post-gastrectomy 
Dumping Syndrome 

H. L. Duture and N. J. McKELiar. British Journal of 
Radiology (Brit. J. Radiol.| 33, 171-177, March, 1960. 
5 figs., 8 refs. 


The relationship between gastro-intestinal motility and 
the occurrence of post-gastrectomy “‘ dumping ”’ symp- 
toms has been studied at the Western Infirmary, Glasgow. 
The radiological appearances of the gastro-intestinal 
tract in 35 patients who had undergone gastric resection 
for duodenal ulcer (partial gastrectomy in 31 and gastro- 
jejunostomy with vagotomy in 4) were compared with 
those in normal controls after ingestion of “ raybar” 
(a non-flocculating microsuspension of barium sulphate) 
with or without added glucose. Rapid gastric emptying 
and hypermotility of the small bowel (both of which 
have been considered by various workers to be important 
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in the production of dumping symptoms) were observed 
after the ingestion of the raybar—glucose meal without 
the production of dumping, but in 3 patients gastric 
emptying ceased while still incomplete, with the onset 
of symptoms. Hypermotility, however, was invariably 
present after partial gastrectomy in those patients who 
had dumping symptoms. In 5 patients who were studied 
in the horizontal position hypermotility was not abol- 
ished by lying down and the dumping symptoms did not 
occur in this position. 

Lack of definition of the barium in the small bowel has 
been considered by some workers to be due to dilution 
of the meal by the osmotic effect of hypertonic bowel 
contents, this dilution causing the symptoms. In this 
series, however, there was lack of definition as frequently 
in patients without dumping as in those with symptoms, 
and the authors consider the loss of definition to be due 
to failure of absorption of fluid from the meal resulting 
from .hypermotility. Michael C. Winter 


1101. The Use of Water-soluble Urographic Contrast 
Media in Paediatric Gastrointestinal Studies 

C. Z. BERMAN and N. L. Avnet. British Journal of 
Radiology (Brit. J. Radiol.| 33, 92-97, Feb., 1960. 6 figs., 
8 refs. 


The authors describe their experience in the use of 
water-soluble urographic contrast media in a series of 
examinations of the upper gastro-intestinal tract in 
infants and children at the Boston Floating Hospital, 
the pediatric unit of the New England Medical Center. 
Initially, water-soluble media were used only in cases of 
suspected intestinal obstruction and for the examination 
of certain postoperative complications such as fistula 


-or abscess. Later, they were used in cases of suspected 


hypertrophic pyloric stenosis and then as a routine for a 


period of 6 months in the study of the upper gastro- 


intestinal tract in infants up to the age of 2 years. The 
dose was eventually standardized at 30 to 60 ml. of 
35% “ urokon” or “ hypaque”’, the very bitter taste of 
these being disguised by fruit syrup. 

One of the advantages of these contrast media is the 
rapid transit time, a radiograph one hour after ingestion, 
in the absence of ileus, almost invariably showing the 
medium distributed throughout the small and large 
bowel. Delay in transit, except in premature infants, 
was found to indicate ileus, either paralytic or obstruc- 
tive. If the latter, the level of obstruction was usually 
well shown by the accumulation of contrast material 
above. In no case was there anything to suggest that a 
partial obstruction was aggravated; moreover, if a 
repeat examination was required the problem of residual 
contrast material in the bowel did not arise. In the 
diagnosis of pyloric stenosis the low viscosity appeared 
to be a definite advantage in eliminating the delay often 
encountered with barium, especially in cases with a high 
degree of obstruction. 

The disadvantages of these media are the dilution which 
occurs during passage through the small bowel, render- 
ing the delineation of mid- or small-bowel lesions difficult. 
No allergic or other systemic reaction was encountered 
in the authors’ series, but at least one death has been 


reported in the literature and this must be weighed against 
the advantages of these substances. Urinary excretion 
of the medium occurred in 16 of the 42 cases. 


Arnold Appleby 


1102. A Double-blind Study of Oral Cholecystographic 
Media: Orabilex and Telepaque 

L. A. MorGAN and R. E. Parks. Radiology [Radiology] 
74, 436-441, March, 1960. 4 figs., 9 refs. 


The optimum standards for an oral cholecystographic 
contrast medium have been described as: (1) low toxicity, 
(2) prompt elimination, (3) selective concentration by 
the gall-bladder, (4) preferential renal excretion to mini- 
mize intestinal shadows, and (5) optimum opacification 
of the gall-bladder. In this paper from the University 
of Miami, Florida, the authors describe a double-blind 
trial of “ telepaque” (iopanoic acid) and “* orabilex” 
(3-(3-butyrylamino-2: 4: 6-triiodophenyl)-2-ethyl sodium 
acrylate) on 200 patients, the results being compared 
with regard to side-reactions, density of the gall-bladder 
shadow, and residue in the bowel. For various reasons 
13 patients were excluded from the study, and of the 
remaining 187, 92 had received orabilex and 95 iopanoic 
acid. Tolerance for orabilex was better than that for 
iopanoic acid, there being 50°% fewer side-reactions, with 
less severe nausea and less frequent diarrhoea. The 
degree of density of the gall-bladder shadow was essen- 
tially the same for both media and the ducts were visual- 
ized after a fatty meal in statistically comparable numbers. 
A significant residue in the bowel was very rare with ora- 
bilex, occurring in only 3 out of the 92 cases; in 27 of 
95 cases in which iopanoic acid was used the density and 
discrete character of the residue could have caused 
difficulties in interpretation. 

It is concluded that orabilex better fulfils all of the 
criteria for an ideal oral cholecystographic contrast 
medium than iopanoic acid and is the most significant 
refinement to date. Arnold Appleby 


1103. Tomography in Intravenous Cholangiography 

J. A. B. Jones, D. J. MANTON, and E. J. Pick. British 
Journal of Radiology [Brit. J. Radiol.| 33, 110-118, Feb., 
1960. 5 figs., 12 refs. 


The technique of tomography in intravenous chol- 
angiography and the results obtained are described in 
this paper from St. Peter’s Hospital, Chertsey, Surrey, 
and the Royal. Marsden Hospital, London. The con- 
trast medium in all cases was “ biligrafin forte” 
(iodipamide methylglucamine) in doses of 20 or 30 ml., 
depending on the weight of the patient. A radiograph 
was taken 25 minutes after the injection and if it 
showed even a trace of contrast medium in the ducts 
tomographs were taken at 35 to 40 minutes. If no excre- 
tion was seen on the first radiograph another was taken 
at 45 minutes, followed immediately by tomography. 
If the ducts were still not seen ordinary radiographs 
were taken at 60, 90, and 100 minutes. A fatty meal 
was given if no contrast medium was seen in the bowel— 
in post-cholecystectomy cases immediately the ducts 
had been demonstrated and in others after the filled gall- 
bladder had been examined. A radiograph was taken 
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30 minutes after this meal, and if there was still doubt 
about the entry into the duodenum one or two tomo- 
graphs were obtained. All the radiographs were taken 
with the patient prone and the right side raised 15 to 20 
degrees. Four tomographic cuts were taken at 1-cm. 
intervals, the depths depending on the patient’s stature. 
Tomography was found to improve the contrast 
between the opacified duct and its surroundings; it also 
blurred out intestinal gas. Further, the lower end of the 
common duct was often poorly demonstrated on the 
straight radiograph but well shown on the tomograph. 
Other advantages of tomography are: (1) the confusion 
caused by a simultaneous pyelogram is avoided and (2) 
it shows that contrast medium has entered the duodenum, 
which cannot be easily seen on the ordinary radiograph. 
A total of 48 patients were examined in this way and 
in 22 of these the condition could be diagnosed only by 
tomography. In 10 cases tomography confirmed a 
diagnosis which was suspected but not certain from the 
straight radiograph; in 16 cases the tomographs did not 
provide any additional information. It is concluded 
that tomographs should be taken whenever intravenous 
cholangiography is performed unless the major ducts are 
obviously normal on the straight radiograph. In the 
authors’ view facilities for tomography should always 
be available since it is impossible to predict when this 
procedure will not be needed. Arnold Appleby 


RADIOTHERAPY 
1104. « Effects of Radiations on the Heart 
A. Jones and J._WepGwoon. : British Journal of Radi- 


ology (Brit. J. Radiol.| 33, 138-158, March, 1960. 12 
figs., bibliography. 


A clinical and electrocardiographic study of the effects 
of radiations on the heart is prefaced by a critical review 
of the clinical and experimental literature. 

Part I. General review 

Pathological evidence both from man and from experi- 
mental animals indicated the inherent radiosensitivity of 
the heart to be low; structural changes were described 
in the myocardium only after very high radiation doses 
beyond the range of clinical usage. In contrast, recent 
reports described electrocardiographic changes associated 
with but moderate dosage in radiotherapy, and this 
apparent disparity suggested the present research. 

Part II. Clinical studies 

A study was made of the conditions under which clini- 
cal syndromes, referable to the heart and attributed to 
radiotherapy, occurred. The most important are shown 
to be extra-cardiac mediastinal disturbances leading 
sometimes to pericarditis. Such ‘* mediastino-peri- 
cardial reactions ” are rare, but are most often encoun- 
tered during irradiation of a radiosensitive tumour (such 
as a thymoma) which invades the pericardium. Late 
pericardial changes may follow radiation pleuro-pneu- 
monitis, usually complicated by infection. In reported 
cases of carcinomatous pericarditis, usually from meta- 


Static breast carcinoma, the chronic changes are attri- 


butable to the stromal reaction (which may-in one instance 


have been increased by radiotherapy). Such syndromes 
have been conditioned by neoplastic or inflammatory 
processes and provide no evidence of the radiation toler- 
ance of the normal pericardium. : 

Part III. Clinical and electrocardiographic investigations 
. Breast carcinoma, irradiated by a technique which 
includes a direct parasternal field, is shown to be more 
suitable for studying the intrinsic radiosensitivity of the 
heart by electrocardiography than are the common intra- 
thoracic tumours. A planned study was made of 25 
consecutive female patients receiving 250 kV X-ray 
therapy for breast carcinoma. The examinations in- 
cluded 12 lead electrocardiography at prescribed intervals 
from the start of radiotherapy for a period of up to 2 
years. Clinical and fluoroscopic examinations showed 
no changes in the heart in any case. Reasons are given 
for regarding E.C.G. changes observed in leads V1 and. 
V2 (in 9 cases) and in lead V1 (in 8 cases) as being posi- 
tional and of no pathological significance; the former 
had previously been described as cardiac irradiation 
effects. Four patients (16%) developed pathological 
changes in the E.C.G.; these occurred mainly in patients 
having previous evidence of ischaemic heart disease, and 
were symptomless, apparently trivial and usually tran- 
sient. The possible pathogenesis of these changes is 
discussed. While such studies have provided evidence 
of a cardiac effect of irradiation it is important that they 
should: not, on present information, be used to limit 
essential radiotherapy.—[Authors’ summary. ] 


1105. Present Health of Children Given X-ray Treat- 
ment to the Anterior Mediastinum in Infancy 

E. A. Conti, G. D. Patton, J. E. Conti, and L. H. 
HEMPELMANN. Radiology [Radiology] 74, 386-391, 
March, 1960. 14 refs. 


‘Between 1938 and 1946 a total of 1 564 full-term infants 
born in Pittsburgh Hospital Pennsylvania received 
irradiation of thé thymus gland. At first only those 
with a radiologically enlarged thymus were treated, but - 
later all infants born in the hospital were given irradia- 
tion. Of the 1,564 infants, 1,340 had had radiologically 
normal thymus glands. 

Treatment was through one 4x4 cm. port over the 
manubrium sterni, the factors being kVp. 140, filtration 
3 mm. Al., skin-target distance 8 to 9 inches (20 to 22-5 
cm.), 75 to 150 r. in air daily or on alternate days. The 
total dose in 1,316 cases was between 100 and 200 r.; 
in 70 it was less than 100 r. and in 178 children (all with 
enlarged thymus) it was between 200 and 400 r. 

About 10% of the children were untraced, the remain- 
der being followed up, usually by post or telephone 
inquiry. For control purposes information was simul- 
taneously obtained concerning 2,923 untreated siblings. 
So far as known, no case of leukaemia or any other 
malignant condition occurred in the treated children, 
whereas in the untreated siblings there were 4 cases of 
cancer, including one of leukaemia and two of lymphoma. 
The authors discuss the reason for this low incidence of 
malignant disease, and conclude that it may be due tothe _ 
small size of the treatment port, giving a smaller integral 
dose (especially to marrow). E. Stanley Lee 
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References are to page numbers. An asterisk denotes title and reference only 


Acne, oestrogen treatment, effect on 
spermatogenesis, 334 

ACTH, see Corticotrophin 

Actinomycetes in atmosphere, 287 

Adams-Stokes syndrome associated 
with chronic heart-block, treatment 
with corticosteroids, 295 

Addison’s disease, incidence of allergic 
disorders in, 287 

Adenovirus Type 4 infection, respira- 
tory symptoms compared with those 
due to Asian influenza and unknown 
cause, 279 

Adrenal cortex, see Addison’s disease; 
syndrome 

— steroids, effect on sodium and water 
excretion in cirrhosis with ascites, 291 

— tissue, normal and diseased, biosyn- 
thesis of corticosteroids in, in vitro, 


313 

Adrenalectomy for Cushing’s syndrome, 
corticotrophin-producing _ pituitary 
tumours after, 312 

Albright’s disease, report of case, 312 

Alcoholism, see also Delirium tremens 

—-, brain disease of, diagnosis of inter- 
mediate stage, 325 

—, “ temposil ” treatment, 325 

Aldactone ’’, see Spironolactone 

Allergy, 286-7 

—, childhood, evaluation of hvypo- 
sensitization in, 286 

—, incidence in Addison’s disease, 287 

Alopecia areata, stress as related to 
development of symptoms in, 332 

Alveolar gas exchange in pulmonary 
embolism, 308 

Aminopterin, folic acid deficiency due 
to, in dogs, intestinal secretion an 
morphology in, 265 a 

Ammi visnaga, new active principle in 
treatment of angina pectoris, 299 

Amphetamine psychosis, 327 

Amyloidosis, cardiac, senile, 295 

—, glomerulus in, electron-micro- 
scopical study, 270 ; 

—of kidney, renal-vein thrombosis 
and, 311 

Anaemia, Cooley’s, see. Thalassaemia 

—, megaloblastic, differentiation be- 
tween cyanocobalamin and folic acid 
deficiencies, 303 

—,—, in relapse, plasma and erythro- 
cyte levels of enzymes in, 266 

—of hepatic disease, radioactive- 
chromium study, 290 : 

—-, oxyhaemoglobin dissociation curve 
in, 302 

—., sickle-cell, in Nigerian children, 284 

—,—, role of acute infections in pre- 
cipitating haemolytic crisis, 303 

Anaesthesia, halothane concentrations 
im, 345 

Anaesthetic effect of 1-(1-phenylcyclo- 
hexyl) piperidine hydrochloride, ex- 
perimental study, 276 

Anaesthetics, 345 

Analgesic effects of 1-(1-phenylcyclo- 
hexyl) piperidine hydrochloride, ex- 
perimental study, 276 

Angina pectoris, nitroglycerin in, 
mechanism of action, 274 


Angina toris, treatment with 
“ visnadine 299 

— —, — — WIN5494, clinical evalua- 
tion, 2 


» 299 

Antiglobulin inhibition reaction to 
detect human blood stains, 343 

Antihistamines, see Histamine an- 
tagonists 

Antirabies vaccination, paralysis after, 
treatment with antirabies gamma 
globulin, 321 

Aorta valvuloplasty under direct 
vision, 297 

Apnoea, rebreathing technique for de- 
termining arterial carbon-dioxide 
pressure, 345* 

Aromatic metabolites, urinary excre- 
tion after lysergic acid diethylamide 
in normal subjects and in schizo- 
phrenics, 328 

Arteries, coronary, see Coronary. 

—, digital, changes in rheumatoid 
arthritis, 320 

—, internal carotid, occlusion, surgical 
treatment, 323 

Arteriography, coronary, clinical 
experiences with loop-end catheter, 
346 

—,—, differential opacification of 
aortic stream by special catheters, 
346 

Arteritis due to Cannabis indica, 343 

Arthritis, rheumatoid, changes in digi- 
tal arteries in, 320 

—,—, 3-hydroxyanthranilic acid ex- 
cretion in, 265 . 

—,— and non-rheumatoid, effective- 
ness of choline salicylate in, 276 

—,—, precipitating and predisposing 
factors as illustrated by studies on 
monozygotic twins, 320 

—,—, vibratory sense and oscillo- 
metric index in, 319 = 

—, uveitis, and non-specific genital 
infection, syndrome of, 282 

Arthrosis, temporo-mandibular, Cos- 
ten’s, new concept of cause, 320 

Arthus phenomenon, serotonin, hista- 
mine and, experimental study, 286 

Ascites, cirrhotic, see Liver cirrhosis 

Asian influenza, see Influenza 

Aspergillus fumigatus and actino- 
mycetes in atmosphere, 287 

Asthma, pulmonary ventilation in, 
effects of histamine on, 286 

Atherosclerosis, prophylaxis with lipo- 
caine, 288 

Atom bomb survivors in Hiroshima, 
leukaemia in, 305 

Atropine, effect on slowing of electro- 
encephalogram in electric convulsion 

zaserine and 6-mercaptopurine in 
treatment of leukaemia in children, 


304 


Bacteriology of sputum in chronic 
bronchitis and bronchiectasis, 308 
Barbiturate, ultra-short-acting, metho- 
hexital sodium, use in 3,000 cases, 

345 


Barley contaminated with parathion, 
isoning due to, 344 

* emid ”’, see Probenecid 

Benzothiadiazine derivative “‘ naqua”’, 
pharmacology and diuretic effect, 276 

Benzylpenicillin, effect of further puri- 
fication, or of addition of procaine 
penicillin or prednisolone, in reducing 
reactions, 277 

in rheumatic fever, 
chorea, and carditis, 318 

Besnier’s eczema, steroid therapy, 335 

Biopsy, peroral, to study mucosa of 
small intestine in coeliac disease, 268 

Blood. and organic stains, new pro- 
cedure for identification, 343 

— circulation, effect of digoxin on, 274 

— clotting mechanism, effect of throm- 
bocytosis on, 266 

— groups, ABO haemolytic disease, 
pathogenesis, 336 

— —, distribution in peptic ulcer and. 
gastric carcinoma, 290 

— plasma and erythrocyte estimation 
in burns, evaluation, 268 

— —, cutaneous’ and systemic reac- 
tions to, 286 

—w— factor impairing carbohydrate 
metabolism in schizophrenia, 327, 328 

— platelets, soya-bean phosphatide as 
substitute for, in thromboplastin 
generation test, 267 

— pressure, see Hypertension 

— stains, antiglobulin inhibition reac- 
tion to detect human origin, 343 

— —, passive haemagglutination reac- 
tion to identify origin, 343 

Body image and self-concept in schizo- 
phrenia, 329 

Brain, see also Electroencephal m 

— disease, alcoholic, diagnosis of inter- 
mediate stage, 325 


' — haemorrhage, anatomical study, 271 


— —, cerebellar, spontaneous, study of 
cases treated surgically, 322 

—in “mental retardation, morpho- 
logical study, 270. 

— ischaemia, post-mortem diagnosis by 
enzymatic macroreaction 268 

— oedema, treatment with urea, possi- 
bilities and dangers, 322 

— tumour, regional perfusion of cyto- 
toxic agents, 278 

“ Brevital ”, see Methohexital 

Bronchiectasis, effect of tetracycline, 
penicillin, or oleandomycin-—penicillin 
on bacteriology of sputum, 308 

Bronchitis, chronic, effect of tetra- 
cycline, penicillin, or oleandomycin— 
penicillin on bacteriology of sputum, 
308 

— mortality, differences in Britain and 
Denmark, smoking habits as related 


to, 308 
Budd-Chiari syndrome, 290 


Bullous dermatoses, steroid therapy, 


334 
Burns, erythrocyte and plasma volume 
estimation in, evaluation, 268 
3(3 - Butyrylamino - 2:4:6 - triiodo- 
phenyl)-2-ethyl sodium acrylate, see 
Orabilex ”’ 


Calcium, see also Hypocalcaemia 

— gluconate, effect on sodium and 
water excretion in cirrhosis with 
ascites, 291 

Cannabis indica arteritis, 343 

Carbimide, citrated calcium salt, see 
Tem il ” 

Carbohydrate metabolism impairment 
in schizophrenia, 327, 328 

Carbutamide, effect on hepatic glyco- 
genolysis activated by glucagon in 
non-diabetics, 316 

— treatment of diabetes, long-term 
trial, 316 

Carcinogenicity of medium oil from 
Cheremkhovo coal tar, 342 

Cardiovascular disorders at an African 
hospital in Uganda, 284 

— effects of halothane and of halo- 
thane-ether mixture compared in 
dogs, 345 

— rehabilitation, social aspects, 295* 

— system, 294-301 

Carditis, rheumatic, and patent ductus 
arteriosus, coincidence of, 294 

—,—, penicillin prophylaxis, 318 

Carotid, internal, occlusion, surgical 
treatment, 323 

Cartilage lesions in gout, 270 

Catheterization, ureteral, in diagnosis 
of hypertension due to unilateral 
renal disease, 301 

Cement dermatitis, chrome sensitivity 
and, 342 

Cerebrospinal fluid haemodynamics, 
kymographic registration, 321 

— —, patient’s own, in treatment of 
disseminated sclerosis, 321 

Chemotherapy, 277-8 

— for radiologically stable lesions in 
pulmonary tuberculosis, 280 

—of pulmonary tuberculosis, drug 
resistance developing during, 280 

Chest radiography, unilateral trans- 
lucency of, 306 

Chiari’s disease and Budd-Chiari syn- 
drome, 290 

Childbirth, mental illness after, con- 
trolled study, 325 

Children, see also Infants 

—, allergic, hyposensitization evalu- 
ated in, 286 

—, coeliac disease in, peroral biopsy to 
study mucosa of small intestine, 268 

—, gastro-intestinal studies in, water- 
soluble urographic contrast media 
for, 347 

— given x-irradiation to thymus in 
infancy, long-term follow-up, 348 

—, leukaemia in, observations on 100 
cases, 304 

—,— —, treatment with 6-mercapto- 
purine and azaserine, 304 

—, mongoloid, intelligence of, 325 

—, Nigerian, sickle-cell anaemia in, 284 

—, obese, treatment with phenmetra- 
zine, 337 

—, Shigella and Salmonella infections 
in, paromomycin treatment, 279 

Chlorothiazide, hepatic coma _ precipi- 
tated by, in cirrhosis with ascites, 292 

—, spironolactone, and mannitol com- 
bined in treatment of resistant 
ascites, 292 

Chlorpromazine treatment of schizo- 
phrenia, comparison with metho- 
trimeprazine, 329 

—, thiopropazate, and occupational 
therapy in schizophrenia, relative 
values, 328 
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Cholangiography, intravenous, tomo- 
graphy in, 347 

Cholesterol level in blood, effect of lipo- 
caine on, 288 

Choline salicylate, effectiveness in rheu- 
matic fever and rheumatoid and 
other types of arthritis, 276 

Chorea, penicillin prophylaxis, 318 

Chrome sensitivity, role in cement and 
oil dermatitis, 342 

Circulation, effect of digoxin on, 274 

Cirrhosis, see Liver 

Claudication, intermittent, treatment 
with methylthiouracil, 301 

CMR-807, see Naqua ” 

Coal tar, Cheremkhovo, carcinogenicity 
of medium oil from, 342 

Coeliac disease, peroral biopsy to study 
mucosa of small intestine, 268 

Cold, common, bacterial vaccines for, 
trial in Royal Air Force, 340 

Colitis, ulcerative, local treatment with 
prednisolone-21-phosphate enemata, 
293 

Coma, hepatic, precipitated by chloro- 
thiazide in cirrhosis with ascites, 292 

Contrast media, urographic, water- 
soluble, for paediatric gastro-intes- 
tinal studies, 347 

Convulsion therapy, electric, efi. of 
atropine on slowing of electro- 
encephalogram, 330 

Cooley’s anaemia, see Thalassaemia 

Cor pulmonale, heart failure in, 300 

Coronary arteriography, see Arterio- 
graphy 

Corticosteroid biosynthesis im vitro in 
normal and diseased adrenal tissue, 


313 
— therapy of bulbous dermatoses, 334 
— — — plasma-cell hepatitis, 337 
Corticotrophin, pituitary tumours pro- 
ducing, after adrenalectomy for 
Cushing’s syndrome, 312 
— treatment of bullous dermatoses, 


334 

Cortisone derivatives in syphilis, effects 
and indications, 283 

Costen’s temporo-mandibular arthrosis, 
new concept of cause, 320 

Cushing’s syndrome, adrenalectomy 
for, corticotrophin-producing pituit- 
ary tumours after, 312 

—-— during chemotherapy of pul- 
monary tuberculosis, 280 

Cyanocobalamin deficiency, differentia- 
tion from folic acid deficiency in 
megaloblastic anaemia, 303 

—— agents, regional perfusion, 
27 


Dartalan, see Thiopropazate 

Delirium tremens, meprobamate treat- 
ment, 326 

Depression, iproniazid treatment, 
evaluation, 330 

Dermatitis due to cement and oil, 
chrome sensitivity and, 342 

—,eczematoid, in infants, 
cytology, 334 

Dermatology, 332-5 

Dermatoses, bullous, steroid therapy, 


nasal 


334 
Detergents, effect on permeability of 
skin, 332 


Dexamethasone, evaluation in dis- 


seminated lupus erythematosus, 318 
Diabetes insipidus, vasopressin-resis- 
tant, inheritance of, 338 . 


Diabetes mellitus, carbutamide treat- 
ment, long-term trial, 316 

—-—, mild, tolbutamide treatment, 
improved carbohydrate tolerance 
due to, 316 

— nephropathy, metabolic and en- 
docrine aspects, 315 

— —, renal function in, oral treatment 

~ and, 315 

Dichlorphenamide, new carbonic an- 
hydrase inhibitor, in respiratory in- 
sufficiency, 310 

Digital arteries, changes in rheumatoid 
arthritis, 320 

Digoxin, effects upon heart and circu- 
lation, 274 

3 - Dimethylamino - 1:1:2 - tris(4 - 
methoxyphenyl)-1-propane hy: 
chloride, see WIN 5494 

Drug resistance developing during 
chemotherapy of pulmonary tuber- 
culosis, 280 

Ductus arteriosus, patent, and rheu- 
matic heart disease, coincidence of, 
294 

syndrome, post-gastrectomy, 
radiological appearances, 346 

Dyspnoea, respiratory work and pres- 
sure during exercise as related to, 307 


Eaton agent, role in disease of lower 
respiratory tract, 307 

Eczema, atopic, steroid therapy, 334 

—, Besnier’s, steroid therapy, 335 

—., treatment with dressings containing 
radioactive thorium, 333 

—,— — radioactive phosphorus, 333 

—, — — — thallium, 333 

Electrocardiogram, abnormal, in appar- 
ent health, 296 

—in diagnosis of subclinical myo- 
cardial disease, 296 

Electroconvulsion, see Convulsion 
therapy 

Electroencephalogram, slowing of, in 
electric convulsion therapy, effect of 
atropine on, 330 

Electroencephalography, basal, 
method, 321 

Elephantiasis, Bancroftian, predniso- 
lone treatment, 284 

Embolism, pulmonary, alveolar gas 
exchange in, 308 

—, venous and pulmonary, incidence 
correlated with that of myocardial 
infarction, 298 

Emphysema, pulmonary, chronic, gas- 
tric acid secretion in, 310 

—,—,—, incidence of peptic ulcer in, 
310 

—,—, 26 cases followed to death, 309 

Endocarditis, subacute bacterial, with 
negative cultures, phagocytic 
reticulo-endothelial ceHs in, 295 

Endocrine aspects of diabetic nephro- 
pathy, 315 

Endocrinology, 312-16 

Enterocolitis, pseudomembranous, © 
retrospective study, 293 

“* Enzymatic macroreaction ” for post- 
mortem diagnosis of myocardial in- 
farction and cerebral ischaemia, 268 

Enzyme levels in plasma and erythro- 
cytes in megaloblastic anaemia in 
relapse, 266 

Epidemiology, clinical, of Asian influ- 
enza, 340 

Epidermophytoses, treatment with 
trinitrotoluene, 335 
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Epilepsy, seizure potentials without 
clinical attacks, 323 

Ergotamine, effect on blood pressure, 
especially in spinal anaesthesia, 276* 

Erythrocyte and plasma volume estim- 
ation in burns, evaluation, 268 

Erythrocytes, frozen, effect of resuspen- 
sion and shipment on viability, 302 

Ethanolamine phosphate excretion in 
hypophosphatasia, genetic study, 338 

Exercise, respiratory work and pressure 
during, relation to dyspnoea, 307 

— test, caloric expenditure of obese 
subjects during, 288 

Eye changes in Graves’s disease, long- 
term follow-up, 314 


Filariasis, Wuchereria bancrofti, treat- 
ment with Mel W, 284 

Fludrocortisone, diuretic effects, com- 
parison with hydroflumethiazide and 
spironolactone, 275 

“ Fluothane ”’, see Halothane 

Folic acid deficiency due to aminop- 
terin injection in dogs, intestinal 
secretion and morphology in, 265 

—-—,Tresponse to “ physiological 
doses in megaloblastic anaemia, 303 

Forensic medicine and toxicology, 


343-4 
Fungistatic, tetrahydrofluorenone, 
trials in vitro and in vivo, 277 
Fungus infections, treatment with 
trinitrotoluene, 335 


G28 315, see Sulphoxyphenyl-pyrazoli- 
dine 


Gamma globulin, antirabic, in treat- 
ment of post-vaccinal paralysis, 321 


— —, precipitin reaction between rheu- 


matoid factors and, 319 

——, serum, relationship to malaria 
and sickling, 285 

Gastrectomy, dumping syndrome after, 
radiological appearances, 346 

Gastric acid secretion in chronic ob- 
structive pulmonary emphysema, 
310 

— — —, peptic ulcer and, in patients 
with chronic respiratory acidosis, 310 

— aspiration, gastroscopy, and barium- 
meal examination compared in early 
diagnosis of haematemesis, 289 

— secretion in cirrhosis of liver, 291 

Gastroenterology, 289-93 

Gastro-intestinal studies, paediatric, 
water-soluble urographic contrast 
media for, 347 

Gastro-oesophageal junction, closing 
mechanism, 290* 

Genetics, medical, 338 

Genital infection, non-specific, with 
uveitis and arthritis, syndrome of, 
282 

Globulin, see Gamma globulin 

Goitre, ocular changes 
in, long-term follow-up, 314 

Gomori methenamine-silver - nitrate 
stain in pathological study of nodular 
pulmonary granuloma, 272 

Gout, cartilaginous lesions in, 270 

treatment. with sulphoxyphenyl- 
pyrazolidine, 317 
—, vibratory sense and oscillometric 
index in, 319 
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Granuloma, pulm , nodular, im- 
proved techniques or pathological 
study, 272 

Graves’s disease, ocular changes in, 
long-term follow-up, 314 

Griseofulvin, clinical and experimental 
studies, 335 

Gynaecomastia in pulmonary tuber- 
culosis, 280 


Haemagglutination, passive, reaction 
to identify blood and organic stains, 
343 

—, —, — — — origin of blood stains, 
342 


-Haematemesis, diagnosis during first 


24 hours, three methods compared, 


259 

Haematology, clinical, 302-5 

Haemoglobin formation in premature 
infants, influence of exogenous iron 
on, 336 

Haemolytic disease of newborn due to 
ABO blood-group incompatibility, 
pathogenesis, 336 

Haemorrhage, cerebellar, spontaneous, 
study of cases treated surgically, 322 


> Haloperidol ”, effect in psychoses, 
331 
—, neuropsychopharmacological acti- 
vity, 331 

Halothane anaesthesia during cardio- 
pulmonary bypass for open-heart 
surgery, 345* 
—, cardiovascular and 
effects in dogs, comparison wit 
halothane-ether mixture, 345 

— concentrations in clinical anaes- 
thesia, 345 

Hashimoto’s_ thyroiditis, radioactive- 
iodine studies in diagnosis, 314 

Heart, see also Carditis; Electrocardio- 
gram; Endocarditis; Myocardial 

ae amyloidosis, senile, 295 

— block, chronic, treatment with pred- 
nisone, 295 

— defect, ventricular septal, correla- 
tion between haemodynamics and 
phonocardiographic findings, 296 

— disease, mechanical properties of 
lungs during exercise in, 306 

— —, rheumatic, see Carditis 

—, effect of radiations on, 348 

— failure, chronic, haemodynamic 
study, 300 

— —, congestive, absorption of radio- 
active-iodine-labelled triolein in, 299 

— — in cor pulmonale and tuberculo- 
sis, 300 

— haemodynamics, effect of digoxin on, 
274 

— —, — — nitroglycerin on, 274" 
—, mitral atresia with normal aortic 
valve, 296 

—_— re-stenosis after valvotomy, inci- 
dence, 297 

—, — valvular calcification discovered 
at valvotomy, 297 

— rate, rhythm, and conduction, dis- 
turbances in acute myocardial infarc- 
tion, 298 

— rupture a myocardial 
infarction in aged, 2 

— valvular function, ane of study 
at necropsy, 297 
—, ventricular standstill, thumping of 
praecordium in, 294 


opsy, and clinical findings, and treat- 
ment with steroids, 337 

Histamine antagonists, new, evaluation 

— elects 287 
ts on pulmonary ventilation, 


Histology, paraffin sections, new 
method for mounting, 268 

Homosexuality, role in. spread of 
venereal disease, 282 

Humatin see Paromomycin 

Hydroflumethiazide, diuretic effects, 
comparison with fludrocortisone and 
spironolactone, 275 

—,— —,—— mersaly] and spironolac- 
tone, 275 

Hydrogen-ion excretion and water 
reabsorption by renal tubules, defec- 
tive, in hyperparathyroidism, 312 

3-Hydroxyanthranilic acid excretion 
in rheumatoid arthritis and other 
conditions, 265 

Hypercholesterolaemia, rapid correc- 
tion with a sulphated polymannuron- 
ide, 288 

Hyperlipaemia, rapid correction with a 
sulphated polymannuronide, : 288 

primary, genetic basis, 


defects of water 
reabsorption and hydrogen-ion excre- 
tion by renal tubules in, 312 

Hypertension, unilateral renal disease 
causing, detection by ureteral 
catheterization, 301 

—, venous, distribution and severity of 
intimal plaques in, 269 

Hypocalcaemia, skin changes in, 332 

Hypoparathyroidism, pseudo-, see Al- 
bright’s disease 

Hypophosphatasia, ethanolamine phos- 
phate excretion in, genetic study, 338 

Hyposensitization in childhood allergy, 
evaluation, 286 


Indoles, differential extraction from 
urine in 328 

Industrial medicine, 341-2 

Infants, auscultatory and phonocardio- 
a findings in first days of life, 


—, ttle-fed, lactulose to create lacto- 
bacillary predominance in intestines 
of, 336 
—,eczematoid dermatitis in, nasal 
cytology, 334 
—, gastro-intestinal studies in, water- 
urographic contrast media 

or, 347 

—, newborn, ABO haemolytic disease . 
in, pathogenesis, 336 
—, premature, haemoglobin formation 
in, influence of a iron on, 336 

Infections, acute, role in precipitating 
crises in chronic tat es states, 
303 
—, nursery, bacteriology and epidemi- 
337 

ous diseases, 2 

Influenza, Asian, clinical epidemiology, 

evaluation of monovalent vac- 
cine during epidemic in partly im- 
munized inmates of a penitentiary, 
340 

—,—,respiratory symptoms com- 
pared with those due to adenovirus 
and unknown cause, 279 


} 


Influenza vaccine, polyvalent, anti- 
body response to, 341 

“ Inosithin ” in prothrombin consump- 
tion and thromboplastin generation 
tests, 267 

Intelligence in mongols, 325 

Intestine secretory function and mor- 
phology in folic acid deficiency due 
to aminopterin injections in dogs, 265 

Intraocular pressure, _effect of suxa- 
methonium on, during general anaes- 
thesia, 345 

Iodine, radioactive, studies in diagnosis 
of Hashimoto’s thyroiditis, 314 

—,—, thyroidal uptake, diagnostic 
limits of estimation, 313 

Iopanoic acid, see ‘“* Telepaque 

Iproniazid treatment of depression, 
evaluation, 330 

Iron, exogenous, influence on haemo- 
globin formation in premature in- 
fants, 336 

Isoniazid combined with PAS and with 
pyrazinamide in pulmonary tuber- 
culosis, comparison, 281 

— , eutrophic action in non-tuberculous 
children, 278 

— treatment of tuberculosis, serum 
level as guide to effective dosage, 278 


Jaundice, neonatal, due to ABO blood- 
group incompatibility, 336 


Kanamycin, oral administration, ab- 
sorption in severe hepatic and renal 
disease, 277 

Kidney disease, absorption of neo- 
mycin and kanamycin given by 
mouth, 277 

— —, amyloid, renal-vein thrombosis 
and, 311 

— —, unilateral, causing hypertension, 
detection by ureteral catheterization, 
301 

— failure, acute, management of 80 
cases, 311 

—-— with pulmonary insufficiency, 
artificial respiration in, 311 

— function in diabetes, oral treatment 
and, 315 

— glomerulus in amyloidosis, electron- 
microscopical study, 270 

— involvement in diabetes, metabolic 
and endocrine aspects, 315 

— — — scleroderma, 317 

» papillary | necrosis of, radiological 
study, 311* 

— tubules, defects of water rea 
tion and hydrogen-ion excretion by, 
in hyperparathyroidism, 312 

Kymographic registration of cerebro- 
spinal-fluid haemodynamics, 321 


Lactobacillary ominance in intes- 
tines of bottle-fed infants, lactulose 
to create, 336 

Lactulose to create lactobacillary pre- 

derance in intestines of bottle-fed 
infants, 336 

Lead poisoning, myocardial changes in, 
344 

Leukaemia, acute, central nervous sys- 

. tem in, 269 

—,—,in childhood, observations on 
100 cases, 304 

_, chronic, variation in duration of 
survival, 305 
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_ Leukaemia in childhood, treatment 


with 6-mercaptopurine and azaserine, 
304 

— — Hiroshima atomic bomb survi- 
vors, 305 

Limb tumour, ere perfusion of 
ts, 278 

Li t on blood cholesterol 
evel, 288 

Liver, see also Hepatitis 

— cirrhosis, ascites of, refractory, 
treatment with a new aldosterone 
antagonist, 292 

—,— — spironolactone, 
mannitol, "and chlorothiazide com- 
bined, 292 

——,— —, treatment by double por- 
tacaval shunt, 291 

— —, gastric secretion in, 291 

— —, veno-arterial shunts in, 291 

— — with ascites, coma precipitated 
by chlorothiazide in, 292 

— — — —, sodium and water excre- 
tion in, effect \of calcium gluconate 
and adrenal steroids on, 291 

— disease, absorption of neomycin and 
kanamycin given by mouth, 277, 278 

—-—, anaemia of, radioactive-chro- 
mium study, 290 

— function, effect of probenecid, 274 

— — studies in ectious mononu- 
cleosis, 279 

— glycogenolysis activated by glu- 
cagon, effect of carbutamide on, in 
non-diabetics, 316 

— venous system, obstructed, 290 

Lung carcinoma, nitrogen mustard for 
palliation, 278 

— complications of severe renal failure, 
artificial respiration in, 311 

— emphysema, see Emphysema 

— granuloma, nodular, improved-tech- 
niques for pathological study, 272 

—involvement in staphylococcal 
pyaemia, 309 
—, mechanical properties during exer- 
cise in patients — cardiac or pul- 
monary disease, 3 

— transradiancy, 306 

— tuberculosis, see. Tuberculosis, pul- 
monary 

~- ventilation, effects of histamine on, 
286 

Lupus erythematosus, disseminated, 
treatment, evaluation of methyl- 
prednisolone, triamcinolone, and 
dexamethasone, 318 

Lysergic acid diethylamide as aid to 
psychotherapy, 335 

——-—, urinary excretion of aro- 
matic ‘metabolites after, in normal 
subjects and in schizophrenics, 328. 


“ Macroreaction, enzymatic ”’, for post- 
mortem diagnosis of myocardi ial in- 
farction and cerebral ischaemia, 268 

Malaria, sickling and, serum gamma- 
globulin as related to, 285 

Mannitol, spironolactone, and chloro- 
thiazide combined in treatment of 
resistant ascites, 292 ~ 

| Marfan syndrome, 294 

Marsilid, see Iproniazid 

Mel W treatment of trypanosomiasis, 


Meningiomata, Parkinsonian syndrome 
and, 324 


Mental retardation, morphological 
basis, 270 

Meprobamate treatment of delirium 
tremens, 326 

6-Mercaptopurine and azaserine treat- 
ment of acute leukaemia in children, 
304 

Mersalyl, diuretic effects, comparison 
with hydroflumethiazide and spirono- 
lactone, 275 

Metabolic aspects of diabetic nephro- 
nopathy, 315 

Metabolism, nutrition and, 288 

Methohexital sodium, new ultra-short- 
acting barbiturate, use in 3,000 cases, 


345 

Methotrimeprazine in chronic schizo- 
phrenia, comparative assessment, 329 

Methylprednisolone, evaluation in dis- 
seminated lupus erythematosus, 318 

Methylthiouracil treatment of inter- 
mittent claudication, 301 

Microbiology and parasitology, 
272-3 

Migraine, familial hemiplegic, 323 

Mitral, see Heart; Valvotomy 

Mongolism, intelligence i in, 325 

Mononeuritis multiplex, heredofamilial, 
with brachial predilection, 338. 

Mononucleosis, infectious, serological 
diagnosis, 273 

—,—, transaminase and liver function 
Studies i in, 279 

Muscle motor end-plates in myasthenia 
gravis, 271 


— nerve endings in myasthenia gravis, . 


270 

Myasthenia gravis, intramuscular nerve 
endings in, 270 

motor -plate in, 271 

Mycobacteria, “anonymous ’”’, colonial 
characteristics, morphology, growth 

- rates, and biochemical tests, 272 

Mycobacterium tuberculosis, differentia- 
tion from “‘ atypical” mycobacteria 
by periodic-acid—Schiff staining, 272 

— —,— of bovine from other strains 
by ‘determination of nicotinamidase 
activity, 273 

— —, fluctuations in resistance during 
treatment of pulmonary tuberculo- 
sis, 281 

— —, South Indian and British strains, 
comparative virulence in guinea- 
pigs, 272 

Myocardial disease, subclinical, electro- 
cardiogram in diagnosis, 296 

— infarction, cardiac rupture compli- 
aged, 299 

turbances vad rate, rhythm, 

and conduction in, 298 

— —, incidence correlated with that of 
venous and pulmonary thrombosis 
and embolism, 298 

— —, post-mortem diagnosis by “en- 
zymatic macroreaction ”’, 268 

Myocardium, changes in lead poisoning, 
344 

—, oxygen metabolism of, effect of 
nitroglycerin on, 274 


Naqua pharmacology and. diuretic 
effect, 276 

Neomycin, oral administration, absorp- 
tion in hepatic and renal disease, 277, 


278 
Nephropathy, diabetic, metabolic 
endocrine aspects, 315 
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Nervous system, central, in acute leu- 
kaemia, 269 

Neuritis, see Mononeuritis 

Neurodermatitis, treatment with radio- 
active ag » 333 

—, — — — thallium, 333 

Neurology and neurosurgery, 321-4 

Nicotinamidase activity in differen- 
tiating bovine from other strains of 
tubercle bacilli, 273 

Nitrogen mustard for palliation in lung 
carcinoma, 278 

Nitroglycerin, effect on cardiac haemo- 
dynamics and oxygen metabolism of 
myocardium, 274 

Nose cytology in infants with eczema- 
toid dermatitis, 334 

Nutrition and metabolism, 288 


Obesity, caloric expenditure during 
standard work test, 288 

— in childhood, treatment with phen- 
metrazine, 337 

and chlorpromazine in schizop ia, 

. relative values, 328 

Oedema, cerebral, treatment with urea 
possibilities and dangers, 322 

—, chronic, with ascites, diuretic effects 

- of hydroflumethiazide, mersalyl, and 
spironolactone compared, 275 

Oestrogen treatment of acne, effect on 
spermatogenesis, 334 

Oil dermatitis, chrome sensitivity and, 
342 ; 

—, medium, from Cheremkhovo coal 
tar, carcinogenicity, 342 

Old age, cardiac amyloidosis in, 295 

— —, myocardial infarction in, cardiac 
rupture complicating, 299 

Olive-tree pollen, incidence in Portugal 

IN 1949-53, 287 


’ Operating theatre, bactericidal ultra- 


violet radiation in, 339 
“Orabilex”’, oral cholecystographic 
contrast medium, comparison with 
“ telepaque ”’, 347 


-Oxaluria, see Hyperoxaluria 


Oxyhaemoglobin dissociation curve in 
anaemia, 302 


Paediatrics, 336-7. For details see 
Children; Infants 

Pantothenic acid treatment of pity- 
riasis rosea, 334 

Paralysis after antirabies vaccination, 
treatment with antirabies gamma 
globulin, 321 

—agitans, treatment with tolbut- 
amide, 324 
rasi 


~ tology, microbiology and, 
272 
Parathion poisoning from contamin- 
ated barley, 344 
Parathyroid, see H thyroidism ; 
Hypoparathyroidism 
Parkinson syndrome and meningio- 
mata, 324 
arkinsonism, results of 1,000 basal 
ganglia operations for, 324 
—, treatment with tolbutamide, 324 
Paromomycin treatment of Shigella and 
Salmonella infections in children, 279 
Parturition, mental illness after, con 
. trolled study, 325 
Pathology, 265-71 
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Paul-Bunnell test in diagnosis of in- 
fectious mononucleosis, comparison 
‘with ox-cell haemolysin test, 273 

Penicillin, see also Benzylpenicillin 

— prophylaxis in rheumatic fever, 
chorea, and carditis, 318 

see Mel 


Peptic ulcer, see Ulcer 

Periarthritis, scapulo-humeral, clinical 
features and treatment, 317 

Periodic-acid—Schiff staining of “‘ atypi- 
cal”? mycobacteria and _ tubercle 
bacilli, 272 

Phaeochromocytoma in six members of 
same family, 338 

Pharmacology and _ therapeutics, 

274-6 

Phenmetrazine treatment of childhood 
obesity, 337 

Phenoxymethylpenicillin prophylaxis 
in rheumatic fever, chorea, and car- 
ditis, 318 

1-(1-Phenylcyclohexyl) piperidine hy- 
drochloride, analgesic and anaes- 

thetic effect, 276 

Phonocardiography in ventricular sep- 
tal defect, 296 

Phosphatase, acid, test for presence of 
semen in cases of rape, 344 

rg excretion, see Hypophospha- 

asia 

Phosphatides, soya-bean, see “‘ Ino- 
sithin ” 

Phosphorus, radioactive, in treatment 
of skin conditions, 333 

Pituitary tumours, corticotrophin-pro- 
ducing, after adrenalectomy for 
Cushing’s syndrome, 312 

Pityriasis rosea, treatment with panto- 
thenic acid, 334 

Pleurisy, sero-fibrinous, tuberculous, 
attempt to define a scheme of treat- 
ment, 281 

Pollen, olive-tree, incidence in Portu- 
gal in 1949-53, 287 

Pollinosis, newer antihistamines evalu- 
ated, 287 

Polymannuronide, sulphated, for rapid 
correction of hyperlipaemia and 
hypercholesterolaemia, 288 

Portacaval shunt, double, in treatment 
of cirrhotic ascites, 291 

Praecordium, thumping of, in ventricu- 
lar standstill, 294 x 


_ Precipitin reaction between rheumatoid 
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